P/mmT COOPERATION TREA' 



From the 

fNTERNATIONAL PREUMINARV EXAMINING AUTHORTTV 



To: 

Agent : 

Mr, KUZUWA, Kiyoshi 
Address : 

KUZUWA & PARTNER, 

AOI Bldg., 19 Honshio-cho, Shinjuku-ku, 
Tokyo 160-0003 JAPAN 


PCX 

NOTIFICATION OF TRANSMITTAL OF 
INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 


Date of Mailing 

\ (day/tnonth/year) 29. 05. 01 


Applicant's or agent's file reference 
PCT-1 741 /KJ 


IMPORTANT NOTIFICATION 


International application No. International filing date (day/tnonth/year) Priority Date (day /month/year) 
PCT/JPOO/03639 05. 06. 00 04. 06. 99 


Applicant 

KAJI, AKIRA 



L The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any , established on the international application. 

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices, 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 



The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices)(ArticIe 
39(l))(see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCrr Applicant's Guide, 





Name and mailinc address of the IPEA/ 

Japanese Patent Office (IPEA/JP) 
4-3, Kasumigaseki 3-chonie, 
Chiyoda-ku, Tokyo 100-8915 

Facsimile No. 


Commissioner of the Patent Office 
TclephoneNo. 03-3581-1 101 r:^448^ 



Form PCT/lPEA/416 (July 1992)* 



PCT/J POO/03639 



F. . I ENT COOPERATION TREA . r 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIOUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 

05 February 2001 (05.02.01) 




International application No. 
PCT/JPOO/03639 


Applicant's or agent's file reference 
PCT-1741/KJ 


International fifing date (day/month/year) 
05 June 2000 (05.06.00) 


Priority date (day/month/year) 
04 June 1999 (04.06.99) 


Applicant 

KAJl, Akira etal 



1. The designated Office is hereby notified of its election made: 

I X| in the demand filed with the International Preliminary Examining Authority on: 

27 December 2000(27.12.00) 



I I in a notice effecting later election filed with the Internationa! Bureau on: 



2. The election | X [ was 

I I was not 

made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer 


The International Bureau of WlPO 


34, chemin des Colombettes 


Christelle Croci 


1211 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/)B/331 (July 1992) JP0003639 



PjHtNT COOPERATION TREA 

From the INTERNATIONAL BUREAU 



PCT/JPOO/03639 



PCT 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 



(PCT Rule 61 .3) 



Date of mailing (day/month/year) 



To: 




KUZUWA, Kiyoshi 




Patent Attorneys, Kuzuwa & Partners 


AOI Building 




19, Honshio-cho 




Shinjuku-lcu 




Tokyo 160-0003 




JAPON 









Applicant's or agenf s file reference 
PCT-1741/KJ 


IMPORTANT INFORMATION 


International application No. 
PCT/JPOO/03639 


international filing date (day/month/year) 
05 June 2000 (05.06.00) 


Priority date (day/month/year) 
04 June 1999 (04.06.99) 


Applicant 

KAJI, Akira et al 



1 . The applicant is hereby informed that the International Bureau has, according to Article 31 (7), notified each of the following 
Offices of its election: 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IE,IT,LU,MC,NL,PT,SE 

National :JP,KR,US 

2. The following Offices have waived the requirennent for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

None 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 





The International Bureau fWlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer: /I ^ 

Chrlstelle Croci U \J \J 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/332 (September 1997) 



3817176 



r 



PA T COOPERATION TREAT 



wo 00/75182 
PCT/JPOO/03639 



From the INTERNATIONAL BUREAU 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

[rS^ 1 nUie H-i . \ TirST SGntcriCe/ 


To: 

KUZUWA, Kiyoshi 

Patent Attorneys, Kuzuwa & Partners 

AOI Building 

19, Honshio-cho 

Shinjuku-lcu 

Tokyo 160-0003 


Date of mailing (day/month/year) 
14 December 2000 (14,12.00) 




Applicant's or agent's file reference 
PCT-1741/KJ 


IMPORTANT NOTICE 


International application No. International filing date (day/month/yea r) Priority date (day/month/yea r) 
PCT/JPOO/03639 05 June 2000 (05.06.00) 04 June 1999 (04.06.99) 


Applicant 

KAJI, Akira et al 



Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

KR,US 



In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 
EP,JP 



The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1(a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
14 December 2000 (14.12.00) under No. WO 00/75182 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

(t is the applicant's sole responsibility to monitor the 19-month time limit 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bur au of WlPO 
34, ch mind sCotombettes 
1211 Gen va 20. Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer 

J. Zahra 

Telephone No. (41 -22) 338.83.38 /pf O.p U\ 


Form PCT/IB/308 (July 1996) 


— ^'"r^.vv^ 37092 A4 



T COOPERATION TREA 



PCT/JPOO/03639 



From the INTERNATIONAL BUREAU 



POT 

NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 

^received: 

JlL.n.2000 



To: 



KUZUWA, Kiyoshi 

Patent Attorneys, Kuzuwa & Partner 

Sogo Kojimachi Dai-ichI BIdg. 

2, Kojimachi 3-chome 

Chiyoda-ku 

Tokyo 102-0083 

JAPON 



Date of mailing (day/month/year) ^ ^--^ 

05 July 2000 (05.07.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent* s file reference 
PCT-1741/KJ 


International application No. 
PCT/JPOO/03639 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Nanne(s) of the app(icant(s) and State(s) for which they are applicants: 

KAJI, Akira (all designated States) 

LILJAS, Anders (for US) 

International filing date : 05 June 2000 (05.06.00) 

Priority date(s) claimed : 04 June 1999 (04.06.99) 

Date of receipt of the record copy ^ ^ , . - ^ 

by the International Bureau : 16 June 2000 (16.06.00) 

List of designated Offices 

EA :AM,A2,BY,KG,KZ,MD,RU,TJ,TM 
National :JP,US 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 



X 



time limits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 





The International Bureau of WlPO 


Authorized officer: 


34, ch mind sCoIombettes 




1211 Geneva 20, Switzerland 


Susumu Kui^^^^^.-^''^^ 


Facsimile No. (41-22)740.14.35 


Telephone No. (41-22)338.83,38 


Form PCT/IB/301 (July 1998) 


003397828 



4 



ANNEX TO' 




PCT/IB/301 




na I application N . 
PCT/JPOO/03639 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 



The applicant is reminded that the "national phase" must be entered before each of the designated Offices indicated in the 
Notification of Receipt of Record Copy (Form PCT/IB/SOI) by paying national fees and furnishing translations, as prescribed by 
the applicable national laws. 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or, for those designated States 
which the applicant elects in a demand for international preliminary examination or in a later election, 30 MONTHS from the 
priority date, provided that the election is made before the expiration of 19 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date. In other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices. It is the applicant's responsibility to ensure that the necessary steps to enter the national phase are taken in a 
timely fashion. Most designated Offices do not issue reminders to applicants in connection with the entry into the national 
phase. 

For detailed information about the procedural acts to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or grace periods, and any other requirements, see the relevant 
Chapters of Volume II of the PCX Applicant's Guide. Information about the requirements for filing a demand for international 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicant's Guide. 

GR and ES became bound by PCT Chapter II on 7 September 1996 and 6 September 1997, respectively, and may, therefore, 
be elected in a demand or a later election filed on or after 7 September 1996 and 6 September 1997, respectively, regardless of 
the filing date of the international application. (See second paragraph above.) 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter It has 
the right to file a demand for international preliminary examination. 



This notification lists only specific designations made under Rule 4.9(a} in the request. It is important to check that these 
designations are correct. Errors in designations can be corrected where precautionary designations have been made under 
Rule 4.9(b). The applicant is hereby reminded that any precautionary designations may be confirmed according to Rule 4.9(c) 
before the expiration of 15 months from the priority date. If it is not confirmed, it will automatically be regarded as withdrawn 
by the applicant. There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit 



For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an earlier national, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the international Bureau, before the expiration of 16 months from 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 16-month time limit (Rule 17,1 (a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the 16-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim, provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity to furnish the priority 
document within a time limit which is reasonable under the circumstances. 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 1 6-month time 
limit is the filing date of the earliest application whose priority is claimed. 



CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 



REQUIREMENTS REGARDING PRIORITY DOCUMENTS 



Form PCT/IB/301 (Annex) (July 1998) 



003397828 



PCX 



REQUEST 



The undersigned requests that the present 

international application be processed 
according to the Patent Cooperation Treaty. 



For receiving Office use only 



International Application No. 



09/980954 



IntcmationaJ Filing Date 



Name of receiving Office and "PCT International Application" 



Applicant's or agent's file reference 

(if desired) (12 characters maximum) PCT- 1 74 1 /K J 



Box No. I TITLE OF IIWENTION 

CRYSTAL OF RIBOSOMAL RECYCLING FAC 
ON THE BASIS OF THREE-DIMENSIONAL 


TOR (RRF) PROTEIN AND APPLICATION THEREOF 
STRUCTURAL DATA OBTAINED FROM THE CRYSTAL 


Box No, II APPLICANT 


Name and address: (Family name followed by given name: for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicated in this Box is the applicant 's State (that is, counny) of residence if no State 
of residence is indicated below.) 

KAJI, Akira 

1-9, Daimoncho 1-chome, Higashikurume-shi, 
TOKYO 203-0011 JAPAN 


This person is also inventor 


Telephone No. 

0424-75-5973 


Facsimile No. 


Teleprinter No. 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person is applicant rrz\ all designated l — | all designated Sutcs except 1 | the United States | 1 the States indicated in 
for the purposes of: IcSI Sutcs | | the United States of Amcnca | | of Amcnca only | | the SupplcmcntaJ Box 


Box No. in FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


Name and address: (Family name followed by given name: for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicated in this Box is the appUcani s State (that is, country) of residence if no State 
of residence is indicated below.) 

LILJAS, Anders 

Box 124, Department of Biophysics, 
Lund University, S-221, Lund,. SWEDEN 


This person is: 

1 1 applicant only 

applicant and inventor 

j 1 inventor only (If this check-box 
*— — ' is marked do not Jill in below.) 


State (that is, country) of nationality: 

SWEDEN 


State (that is, country) of residence: 

SWEDEN 


This person is applicant | — | aJI designated | — J all designated States except fv^ the United States ( | the States indicated in 
for the purposes of: 1 1 States 1 1 the United States of Amcnca kl^ of America only 1 — 1 the Supplemental Box 


1 1 Further applicants and/or (fiirther) inventors are indicated on a continuation sheet. 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


The person identified below is hereby/has been appointed to act on behalf 1 ] 1 1 common representative 
of the applicant(s) before the competent International Authorities as: 1 — i * i — i 


Name and address: (Family ruime followed by given ruime; for a legal entity, full official 
designation. The address must include postal code and name of country.) 

KUZUWA, Kiyoshi (10284), patent attorney 
NIIZUMA, Yo (11311), patent attorney 
Patent Attorneys, KUZUWA & PARTNER, 
Sogo Kojimachi Dai-ichi Bldg., 2, Kojimachi 
3"Chome, Chiyoda-ku, Tokyo 102-0083 JAPAN 


Telephone No. 

03-3265-9649 


Facsimile No. 

03-3265-9641 


Teleprinter No. 


I — j Address for correspondence: Mark this check-box where no agent or common representative is/has been appointed and the 
1 — 1 space above is used instead to indicate a special address to which correspondence should be sent. 



Form PCT/RO/IOI (first sheet) (July 1998; reprint January 1999) 



See Notes to the request form 



Box No.V DESIGNATION O 



Sheet No. 



The following designations arc hereby made under Rule 4.9(a) (mark the applicable check-boxes; at least one must be marked): 
Regional Patent 

□ AP ARIPO Patent: GH Ghana, CM Gambia, KE Kenya, LS Lesotho, MW Malawi, SD Sudan, SZ Swaziland, UG Uganda, 

ZW Zimbabwe, and any other State which is a Contracting State of the Harare Protocol and of the POT 
Bf EA Eurasian Patent: AM Armenia, AZ Azerbaijan, BY Belarus. KG Kyrgyzstan, KZ Kazakhstan, MD Republic of 
Moldova, RU Russian Federation, TJ Tajikistan, TM Turkmenistan, and any other State which is a Contracting State 
of the Eurasian Patent Convention and of the PCT 

□ EP European Patent: AT Austria, BE Belgium, CH and LI Switzerland and Liechtenstein, CY Cyprus, DE Germany, 

DK Denmark, ES Spain, FI Finland, FR France, GB United Kingdom. GR Greece, IE Ireland, IT Italy, LU Luxembourg, 
MC Monaco, NL Netherlands, PT Portugal, SE Sweden, and any other State which is a Contracting Slate of the European 
Patent Convention and of the PCT 

□ OA OAPI Patent: BF Burkina Faso, BJ Benin, CF Central African Republic, CG Congo, CI Cote d'lvoirc, CM Cameroon, 

G A Gabon, GN Guinea, GW Guinea-Bissau, ML Mali, MR Mauritania, NE Niger, SN Senegal, TD Chad, TG Togo, and 
any other State which is a member State of OAPI and a Contracting State of the PCT (if other kind of protection ortreatmem 

desired, specify on doaed line) 

National Patent (if other kind of protection or treatmeni desired, specify on dotted line): 



□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 

□ 
□ 
□ 

□ 
□ 
□ 
□ 
□ 



AL Albania 

AM Armenia 

AT Austria 

AU Australia 

AZ Azerbaijan 

BA Bosnia and Herzegovina 

BB Barbados 

BG Bulgaria 

BR Brazil 

BY Belarus 

CA Canada 

CH and LI Switzerland and Liechtenstein 

CN China 

CU Cuba 

CZ Czech Republic 

DE Germany 

DK Denmark 

EE Estonia 

ES Spain 

FI Finland 

GB United Kingdom 
GD Grenada 

GE Georgia 

GH Ghana 

GM Gambia 

HR Croatia 

HU Hungary 

ID Indonesia 

IL Israel 

IN India 

IS Iceland 

JP Japan 

KE Kenya 

KG Kyrgyzstan 



□ 
□ 
□ 
□ 
□ 
□ 
□ 

□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 

□ 
□ 
□ 
□ 



LS 
LT 
LU 
LV 



Lesotho . . . , 
Lithuania 
Luxembourg 
Latvia 



MD Republic of Moldova 

MG Madagascar 

MK The former Yugoslav Republic of Macedonia 

MN Mongolia 

MW Malawi 

MX Mexico 

NO Norway 

NZ New Zealand 

PL Poland 

PT Portugal 

RO Romania 

RU Russian Federation 

SD Sudan 
SE Sweden 
SG Singapore 

SI Slovenia 

SK Slovakia 

SL Sierra Leone 

TJ Tajikistan 

TM Turkmenistan 

TR 
TT 
UA 
UG 
US 

UZ 
VN 
YU 



Turkey 

Trinidad and Tobago , , . 

Ukraine 

Uganda 

United States of America . 



Uzbekistan 
Viet Nam , 
Yugoslavia 
ZW Zimbabwe , 



KR 
KZ 
LC 
LK 
LR 



Republic of Korea 

Kazakhstan 

Saint Lucia 
Sri Lanka 
Liberia 



Check-boxes reserved for designating States (for the purposes of 
a national patent) which have become party to the PCT after 
issuance of this snect: 



□ 
□ 
□ 



Precautionary Designation Statement: In addition to the designations made above, the applicant also makes under Rule 4.9(b) all other 
designations which would be pennitted under the PCT except any designation(s) indicated in the Supplemental Box as being excluded 
from the scope of this statement. The applicant declares that those additional designations are subject to confirmation and that any 
designation which is not confirmed before the expiration of 1 5 months from the priority date is to be regarded as withdrawn by the applicant 
at the expiration of that time limit (Confinmion of a designation ccmsists of the filing of a notice spec^nng that designation and the pertinent of 
the designation andcorifirmation fees. Confirmation must reach the receiving Office within the IS-monih time limit) 



Form PCT/RO/1 01 (second sheet) (January 1 999) 



See Notes to the request form 



Sheet No. 



Box No. VI PRIORITY CLAIM Further priority claims arc indicated in the Supplemental Box. 



Filing date 
of earlier application 
(day/month/year) 


Number 
of earlier application 


Where earlier application is: 


national application: 
country 


regional application:* 
regional Oflice 


international application: 
receiving Office 


itcm(l) 

04. 06. 99 


11-158637 


JP 






item (2) 










item (3) 











The receiving Office is requested to prepare and transmit to the International Bureau a certified copy 
of the earlier appUcation(s) (only if the earlier application was filed with the Office which for the 
purposes of the present international application is the receiving Office) identified above as item(s): 



• fVhere (he earlier application is an ARIPO application, U is mandatary to indicate in the Supplemental Box at least one countiy party to the Paris 
Convention for the Protection of Industrial Property for which that earlier application was filed (Rule 4. IO(b)(ii)). See Supptemenlal Box, 



Box No. VII INTERNATIONAL SEARCHING AUTHORITY 


Choice of International Searching Authority (ISA) 

(tf two or more International Searching Atithoniies are 
competent to car/y out the international search, indicate 
the Authority chosen: the two-letter code may be used) : 

ISA/ JP 


Request to use results of earlier search; reference to that search (if an earlier 
search has been carried out by or requested from the International Searching Authority): 

Date (day/month/year) Number Country (or regional Office) 


BoxNo. Vni CHECK LIST; LANGUAGE OF FILING 


This international application contains 
the following number of sheets: 

request 3 

description (excluding 9 7 
sequence listing part) 

claims ^ 

abstract ^ 

drawings ^ 

o 

sequence listing part 

of description 2 


This international application is accompanied by the itcm(s) marked below: 

1 . H fee calculation sheet 

2- □ separate signed power of attorney 

3 n copy of general power of attorney, reference number, if any: 

4. □ statement explaining lack of signature 

5. □ priority documcnt(s) identified in Box No. VI as item(s); 

6. □ translation of international application into (language): 

7. □ separate indications concerning deposited microorganism or other biological material 

8. 0 nucleotide and/or amino acid sequence listing in computer readable form 

n r-a *L ^ c \ Petition, Document informing such as 

9. ^ other (specify): ^^^^^ ^^^^ 


Total number of sheets : 115 


Figure of the drawings which 

should accompany the abstract: p q 3 


Language of filing of the 

international application: 


Box No. IX SIGNATURE OF APPLICANT OR AGENT 


Next to each signatut-e, indicate the name of the person signing and the capacity in which the petson signs (if such capacity ts not obvioits fi-om reading the request). 

KUZUWA, Kiyoshi (seal) NIZUMA, Yo(seal) 



1 . Date of actual receipt of the purported 
international application: 




2. Drawings: 


3. Corrected date of actual receipt due to later but 
timely received papers or drawings completing 
the purported international application: 


1 1 received: 


4. Date of timely receipt of the required 
corrections under PCT Article 1 1(2): 


1 1 not received: 


5. International Searching Authority a / -rp 
(if two or more are competent): V^ri. 1 O sr 


6. 1 1 Transmittal of search copy delayed 
1 1 until search fee is paid. 





For International Bureau use only - — — — 

Date of receipt of the record copy 
by the International Bureau: 

From PCT/RO/101 (last sheet) (July 1998; reprint July 2000) ^o'^*^ '° request form 



ti^ n W, :fj ^ ^ 

PCT 



[PCT18^. PC 44] 
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the international application as originally filed 

[~~\ the description: 

pages 

pages 

pages 

I I the claims: 
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I I the drawings: 
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, filed with the letter of 



. as originally filed 
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, filed with the demand 



, filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I 1 the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
[~| the language of publication of the international application (under Rule 483(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

^] filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 
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The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig 



^ j 1 This report has been established as if (some oQ the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as ''originally filed'' and are not annexed to this report since they do not contain amendments (Rule 10 A 6 
and 70. n). 

Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT | PCT/JPOO/03 6 3 9 
1 V. Reasoned s.«te.en. «nder Article 35(2) with regard to novelty, inventive step or industrial app.icabi.ity; 



citations and explan«tions supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1 - 51 



51 



1 - 51 



YES 
NO 

YES 
NO 

YES 
NO 



I 2. Citations and explanations 

cited document 1: NATURE, vol. 399, No. 6734, (May, 1999), p. 323-329 

Cited document 1 describes that the sequence of genome gene of 
r^ermotogainaritiine was determined and the gene represented by TM1399 
encodes a ribosome recycling factor. 

Here, it is perceived that at the time of the priority date 
of the present application, it was already a well known technique 
to one skilled in the art to perform analysis of crystal structure 
of a protein and determine its three dimensional structure and hence 
it would have been easy for one skilled in the art to think of 
determination of the three dimensional structure of a protein of 
which the primary structure was determined, which was disclosed 
in Cited document 1. In this case, it would have also been within 
routine work of one skilled in the art to replace an amino acid 
or acids at the active site to cause mutation as needed. 

Also, it would have been within purview of one skilled in the 
art as needed to screen an inhibitor by use of the data of the three 
dimensional structure thus determined. 

Therefore, it is perceived that it would have been easy for 
one skilled in the art to make the invention as defined in claims 
1 to 51 on the basis of the teaching described in Cited document 
1. 
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IntenMronal application No. 

PCT/jPOO/03639 



VIII. Certain observations on the international application 



Comments on clarity of claims, description and drawings or sufficient support 
of claims by the description will be shown as follows. 

Since generally it is difficult to grasp a compound itself 
having desired properties by merely specifying the properties, the 
description that fails to disclose a clue to obtaining an active 
ingredient such as chemical structure would mean to require trials 
and errors beyond such an extent as expected to one skilled in the j 
art in the process of obtaining the active ingredient necessary 
for practicing the present invention, i.e., in the processes of 
preparing countless compounds and screening them to confirm whether 
or not they have the properties concerned . Accordingly , it is judged 
not to have a disclosure on the invention clear and sufficient enough 
for one skilled in the art to be able to practice the invention. 

Referring to the description of the present application, 
although the screening method for discriminating the compound and 
specific examples of the compound obtained by that method, including 
aminoglycosides, thiostreptone, viomycin, GMPPCP and fusidic acid, 
are disclosed, there is no disclosure on the clue such as chemical 
structure, for obtaining the active ingredient other than the 
above-specified compounds, and it is not perceived that it could 
have been guessed by one skilled in the art at the time of filing 
the present application. Therefore, one skilled in the art would 
not have been able to understand the active ingredient encompassed 
by claim 49 except for them and upon practicing the present invention, 
trials and errors beyond the extent expected to one skilled in the 
art in producing countless compounds and screening and confirming 
them are required. 

The same is true of claim 51. 

Therefore, the detailed description of the invention fails 
to disclose the invention as defined in claims 49 and 51 to such 
an extent that it is clear and sufficient enough for one skilled 
in the art to practice it based thereon. 
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2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
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These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminar\' examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

DK] filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authorit>' in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

OKI The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 
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^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70 J 6 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 



Form PCT/lPEA/409 (Box 1) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


International application No. 

PCT/JPOO/03639 


V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


I . Statement 

Novelty (N) 


Claims 
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YES 




Claims 






NU 


Inventive step (IS) 


Claims 






YES 




Claims 


1-5] 




NO 


Industrial applicability (lA) 


Claims 


1-51 




YES 




Claims 






NO 



2. Citations and explanations 

Document 1 : Nature, May 1999, Vol. 399, No. 6734, pages 323-329 
Claims 1-51 

Document 1 describes that the arrangement of the genome genes of Thermotoga maritima has 
been decided and that a gene represented by TM1399 encodes a ribosomal recycling factor. 

As of the priority date of the present application, it must have been a technique well-known to a 
person skilled in the art, to analyze the crystal structure of a protein for deciding its stereostructure. So, a 
person skilled in the art could have easily conceived of deciding the stereostructure of the protein 
decided in its primary structure described in document 1, and substituting the amino acid at an active site 
as required for mutation in this case is within the scope of usual practice by a person skilled in the art. 

Furthermore, a person skilled in the art could have screened inhibitory substances as required 
using the information of the stereostructure decided like this. 

So, a person skilled in the art could have easily arrived at the invention of claims 1-15 based on 
the description of document 1. 
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I. Certain published documents (Rule 70.10) 

Application No. Publication date Filing date Priority date (valid claim) 

Patent No. (day/month/year) (c/ay/montlv^yearj (day/month/year) 

JP,2000-86696,A 28 March 2000 (28.03.2000) 08 September 1 998 (08.09. 1 998) 
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2. Non-written disclosures (Rule 70.9) 

Date of written disclosure 
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International application No. 

PCT/JPOO/03639 



vni. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

In general, it is difficult to identify a compound having any desirable property, simply by specifying 
the desirable property. Therefore, a specification that does not describe any clue for obtaining an active 
ingredient such as a chemical structure requires trial and error in excess of the extent expected for a 
person skilled in the art for producing and screening innumerable compounds and confirming whether 
they have said property in the process of obtaining an active ingredient necessary for embodying the 
invention. So, it is judged that such a specification does not describe clearly or sufficiently to such an 
extent that a person skilled in the art can embody the invention. 

In view of the above, the specification of the present application describes (1) the screening method 
for identifying compounds and (2) aminoglycosides, thiostrepton, viomycin, GMPPCP and fungic acid as 
particular examples of the compounds obtained according to the method, but does not describe a clue 
such as a chemical structure for obtaining the active ingredients other than the above specific 
compounds. It cannot be considered either that a person skilled in the art could have estimated them 
when the present application was filed. So, a person skilled in the art cannot understand the active 
ingredients included in claim 49 other than the specific compounds, and the specification requires trial 
and error in excess of the extent expected for a person skilled in the art for producing and screening 
innumerable compounds for confirmation. 

This applies also to claim 5 1 . 

So, the "Detailed description of the invention'' does not clearly or sufficiently describe the subject 
matters of claims 49 and 5 1 to such an extent as to allow a person skilled in the art to embody them. 
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^ti. f5ilx-li'^7(7>RRFMStcS^< ^ivfc"^ — ^;=^^ y --^^<?-<7)^{l, 
tt^&oMl:6^1^rr{::J: i^r^^^^i-S <ir/i'^-C't -So m^it. H 3 o y :/ ;c 

Z(D^^y [^^Z'^^-rhit't!^i'i:RRF(Dmmmt'^^(Dmti^£m^t^S: 

(S$ix6o J^:i^-eiii;^$nfc7^ > NX(i{b^6<3ll«^{±. tT^gsipj-c- 
X^ho i^i^{±QuantaS:t>*Sybylc7)J: o^l^Jy V "^^iT^i^ffl LTitfifei- -5 ^ 

t75i-C'#, 't(n'<kWMt'^fSi'^^m^f}^m7L\-tzVikm}i, amber) ^ffiv^T. ^ 
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GRID(Goodford, P. J., "A Computational Procedure for Determining E 
nergetically Favorable Binding Sites on Biologically Important Mac 
romolecules". J. Med. Chem. , 28. pp. 849-857 (1985)), ZtLttOxford 
University, oxford, UK J: «9 ^Uffl'srHgT'fcSo MCSS (Miranker, Aj^m. Ka 
rplus. "Functionality Map of Binding Sites: A Multiple Copy Simula 
taneous Search Method.', Proteins: Structure, Function and Genetic 
s, 11, pp. 29-34 (1991)). Z.ix{iMolecular Simulations, Burlington, 
MA7)»bA¥^"IfifeT'S?So AUTODOCK(Goodsell, D. S. RXJk. J. Olsen. "Au 
tomated Docking of of Substrates to Proteins by Simulated Anneal in 
g'. Proteins: Structure, Function and Genetics, 8, pp. 195-202 (19 
90)) » ::i^^iScripps Research Institute, La Jolla, Ckt^ h A^»l^X' 
fo-So DOCK(Kuntz, I. D. et al, "A Geometric Approach to Macromolecu 
le-Ligand Interactions', J. Mol. Biol., 161, pp. 269-288 (1982)), 
Z.iX(±University of Carifornia, San Francisco, CA:i^*bflJffl "THtt^fe^ 

o 

^j^:^^T'QuantaXliSybyl<D J: 0 ^j: V y h a^T^ffll^T, -r ^ T /HC J; ^ 

CAVEAT (Bartlett, P. A. et al, 'CAVEAT: A Program to Facilitate the 
Structure-Derived Design of Biologiccal ly Active Molecules', Mole 
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cular Recognition in Chemical and Biological Problems', Royal Chem 
. Soc. .78. pp. 182-196 (1989)), riXfithe University of Carifornia, 

Berkeley, CA*^ A^^Rl^'Cfc^,, MACCS-3D(MDL Information Systems, 
San Diego. CACDj;9 7i3D Database systems , rC0^ig{i, Martin, Y. C 
. . "30 Database Searching in Drug Design", J. Med. Chem. , 35, pp. 2 
145-2154 (1992) {cMtft^tLSo HOOK (Molecular Simulations, Burlington 
, MA*^ibA#-3I^T'fo^)o 

LUDI (Bohm, H. J. , 'The Computer Program LUDI : A New Method for the 
de novo Design of Enzyme Inhibitors", J. Comp, Aid, Molec, Design, 
6 pp. 61-78 (1992). :imiBiosym Technologies, San Diego, CAJ:<?A 
¥-^Hg-efc5o LEGEND(Nishibata, Y. ^^TJ^A. Itai. Tetrahedron. 47. p. 
8985 (1991), ^tlfiMolecular Simulations, Burlington, MAJ;«9A^"5I 
^Xh^o LeapFrog(Tripos Associates, St. Louis, UOA'^h^l^'^'^Xh 

•So 

(tii(D5^^^^ ]} > ^^^mmizioi^xmmi-^ ztt'^x^ ^ij^i^cohen 

, N. C. ^iC J: ^Molecular Modeling Software and Methods for Medicin 
al Chemistry, J. Med. Chem., 33, p883-894 (1990) $nfc V^o XN 

avia. M. A. JSlXJ^U. A. Murcko. The Use of Structural Information in 
Drug Design, Current Opinions in Structural Biology, 2, p. 202-210 
(1992) t#.0B$n/cl\ 

^ir^ z ti^'^-^mti^^mit. =^>i:'s^-^mmizx^^m-r^zti-x^ 
. ^Lxmmit-r^zt^'^x^ m^itRRFm^mtLxmrn-r^xoi^n 
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Xmt'^^tiiMmmmt. miOkcal/mol^mx.^J:^\ mt.L<itm7kcal/m 

:r a i>.(7)j?ij t LT. Gaussian 92 C. M. J. Frisch, Gaussian, Inc. , P 
ittsburgh, PA 1992: AMBER, version 4.0 P. A. Kollraan, University o 
f California. San Francisco. 1994; QUANTA/CHARMM Molecular Simulat 
ions, Inc. San Diego. CA 1994^;4S^{f bttSo C ^7 S 

ilicon Graphics IRIS 4cl/35XliIBM RISC/6000 Mode 1550^(7) ?Jlffl =1 > t° 

RRF*t^fl:^!^:i^±l5<7)J: ^fzftil{ciltRXIi^H-$n5<i:, ?*:t^^ 
<7) ^ § X li E5^t ^ -r 6 J6 {c ^ (D fl: -a- 4^ (7) ^ X II'J ^ <7) V K o ;i> 

19 



wo 00/75182 



PCT/JPOO/03639 



■^miz-r^. x'oumizit. ^mmiz^<o^ RRF(D^^^^mmzm-^<RRF(Dis 
m<DitLm<D^^mm^ti. ^^mmmtit^Lxn:x±(D^mmiti:(Dmmmm, 

(Dmt^±C^^^Zt:^'^X^^. h^i-iiRRF(DT ^ /m¥Mmit. ^<Dm.7k 
:i(Diiofj:mmmt. ^±mRRFtit^Ltz\,^<-Dt,^(DmfJ:^^^(Di^i^ti 

^L#6o h^i^itz<Dj:o^£mmm:x. m±mRRFtit^Lxm«mm^<D 

^mmizx<o mm ^ti^RRF^mmt, ^<(7):fymzj:*)mm-r^ztf)'-x 
m^ii^m±mRRF§mit. ^¥^mt:mmLx. mmizm-^Li^tm'^^ 

M^itX^m)^^lzJ:'om^^-\i:^Ztt'^X^^^ h^\.-ltRRF(D^^mi 
.tTi^-et^o ^(biz.RRFmmmt. r^ymmm. B{ih!^^<D'>>^y^ 
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<7)RRF32.liRRFga?iJ^^< L/c«9, g< (X^XtiM) Ltzi>(D(Dmm^{^i'f 
nS^^RRF DNAiH?iJ(±, ll^-<^ ^J^-^ffll^T^Jl^-tir^ r <!:7)>-C't ^ 

, y y-i^^$-g>a5{£. mmmi^^>^-tj\-R-(j'£c^mi^Jtcxv^i^yr^-m. 

- h'-r^y^ ^^=f- K$:RRF^mf4^='- Kga?iJ<7)mi(c!f Ai" 5 ^ <!: ;5>T'# 5„ 
f^gfiSE^iJ CO T T' 5i<7) i6 (c {i , ^fM <7)DNAia?iJ ^ l^gnSa^'i d f^tft W 

^JtJ|T(7) - (7Dga5?IJ<7)||3^:RUJ- <7)RRFia?lj{Zj: «9 =>- K$tl5BffM«OS#?t7)^ 

jgf*:. ^^(7)r^®^7 ^ K(^Jx.(icol EU pCRK pBR322, pMB9&D«^tL 

5: K(0iJ;tli'RP4, 7r-v=DNA(1?iJ;t{i*#< (75 A 7r-v(7)^2^f$:(0iJ^li'NM98 
9) 'Bl l/M (7) DNA :7 r - ( 0iJ ;t {±*M l Z'Bl t>mi 4^1:$:^DNA7t-v^)). 2;i/:/t 
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isi^x. :^mm^^{t. E. coum^^mm-r^, 

^^tLX. M^itE. Coli. BacillusSt)«Streptomyces(7) ct 9 ^^Iffl®. B 

t^kmmi-^^xh^o ±xcDm^r^m-(D^^^.^m^^xmL< ^tti-i^m 
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^M'^-t^ZtlZ^'Oik'^^tl^o nm/^Ji. Wellner. D. Analyt. Chem. 

43. p597 (i97i)(D:^m^xi>¥ji'm,^wmi^x<oM]-^^th^o 
itLm-r^mt^T ^ y ^Rv^mitLtipi^^-r ^rrf^^ u -<-:/^ K-cfcSo 

^^iz^mmt. m±mRFtit^LXM\'^:^\ X(i^g:^^Jt^^^±^:lo^^-C^ 
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Ml. ^ikM^ttiWi^ (hanging drop vapour diffusion technique) J: -5 

0X(7)RRF^ >/-?^4mg/ml;6^^8mg/mU h V 50mM pH8. 5, 70 

-lOOmM, zc^wv^;; ri—zUHro^^^lsyo^r-^tpS ;u l(75Jt?S$rrS/®fl:t 

0^®^1^7K{k*SLilL-Cffll^e>tLSo h y lOOmW pH8. 5^^1fel50mM 

^^^#/to 1 3 oirB^T' 30X50X250^111(75:^^ ${C^:^L/ic ^ 

to^rn^n 1 <w^-r„ 

fi-|j2.X^[Hljffft?ffi^{C j:^RRF<7>H?^7ctgit 

RRFH?^7nt»3tz^:t<75#|&t LT. 1i^Illf4f*e^jfe (multiple isomorph 
ous replacement procedure) ^^^^tZo ZiXfi, fii^-?- {:i J: 6 1^(4^$^ ^ > 

, ^ > ^ 7= /l- JtJc ^ 19 (1 (7) .£« 11 4^ ^ > /^ ^ 

^(7)?^'^^B^(7)X^lE]}fi-<7)T-'— ^(i. MaxII synchrotron (Sweden, Lund) 
(Cj; •5BL71--Si6r-Co 

^ (DPp^IICO^JC. mfe^T-(7)Rff2. 9A^7)ft?^t^*T'^ffll^7^-o ^ <7) A S 6<] /jJ (H 
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— 1 l^Tj^-To 

ZtT^jgaaJi, a=98. 5A. b=106.7A, c=66. 7Ai^^L, P2,2,2(cm L T V ^ 5 

o 

33, 0. 5(7) h7>';^l^-v'3 >/i^#l£i-'5c, 2 0(7)^^^(7)7-'- ^^^#"bn. 
y7^-^(^il^fli:ii4.0A(wlE]i>f 7K^(7)^^f^{i3. sAtcaift LfCo 
7^ ^ :^T'-i5' (7)^^ff:^6<)<^f^ 

lHllff?ijS!<7)^*^) i R-H^^ i/:ii/i-<7):'^# ^ (ft?ftJS) ct L/::^ 
R<7)fi£(-?):§a^<t L-C)=3D SUM ( ABS(I - <I») / SUM (I) 
R(Dm.i=:.rk^^t LT)=3D SUM ( (I - <I» ** 2) / SUM (I ** 2) 
iJ^ S^=3D SUM ( (I - <I» ** 2) / ** 2 * N / (N-l) ) ) 

(7) fP (7) 1+ W (± r a ±-/l'J ^ L O V ^ -C (7) ^tT O /io 
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mi 



yi->V^ht^-J. ^ ^ Stat. M R-@^ R-gj 

30.0 7.12 814.6 36.6 18.5 0.709 0.033 0.032 

7.12 5.67 227.1 16.7 13.5 1.012 0.084 0.072 

5.67 4.95 266.0 19.0 15.3 0.983 0.083 0.075 

4.95 4.50 417.3 25.3 18.4 1.052 0.070 0.064 

4.50 4.18 394.0 25.5 19.6 1.239 0.087 0.086 

4-18 3.93 330.4 24.4 19.7 1.064 0.093 0.088 

3.93 3.74 296.1 24.6 20.9 1.286 0.125 0.219 

3.74 3.58 283.8 25.5 22.0 1.275 0.142 0.221 

3.58 3.44 207.5 23.2 21.2 ].3l4 0.170 0.192 

3.44 3.32 173.2 22.5 21.1 1.278 0.193 0.298 

3.32 3.22 1.51.8 22.1 20.9 1.414 0.222 0.231 

3.22 3.12 130.4 21.7 20.8 1.560 0.265 0.280 

3.12 3.04 108.3 20.6 19.9 1.552 0.306 0.307 

3.04 2.97 92.2 19.9 19.2 1.655 0.334 0.315 

2.97 2.90 74.9 19.2 18.7 1.632 0.411 0.416 

±rcom^i 268.4 23.2 19.3 1.259 0.119 0.102 
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^ij3. Thermotoea Maritinia(^RRF(7:>^^^it 

Therraotoga MaritimaORRF cmA^m^^-^ ^ — i?Ell650)iZi7 u — yitL 
, IPIGmiUZX'OE. ColiT'%m$-ti:f:io LT^i^liS^l;iTherraotog 
a Maritiraa RRF^m ^^^^X'WmLfZo mm^mWL^iZi&^L . W-^tm.<0 

(Biochemistry. 11. 4037, (1972)) ^^C^ L/i:^j£-C'^$!i Therraoto 
ga Maritima MF^mtZo RRF(7)^^b ^ii^^IzliJc =t "9 B^ig ^ l^rfCo 5-10;/ 1 
<7)RRF^^^$rlRlS<75reservoir^J^(00. IM Wf^'i-hV'y j^. (pH5. 5) 2. OM 

5raM DTT. 10% i/ U ir d — /W) t iS-g- L . 600 az l<7)±fSreservoiry^ 25 

H^B;45l5H#FB^m(C{il.<bixSo ^tXSet^tCti. 0. 3X0. 3X0. SmmObipyrami 

±T<75X^-r — ^-fe 5/ K(2. 55A5^<^?Hg)^t'— i=.7'1'>BL711l^*5V^-C. MAX 
n h n ^^ffllNTMar345-l' ^ — v^:/^— ^— 
T^-t$'(7)-v'-i/. ^ '^^y P^itRrjm^^lt. VDSZ^U^Xscale(Kab 

sch, W. J. Appl. Crystallography 26 795 (1993)) £0:/n ^7 i^5:fflV^T 
ffo/'Co MADx — ^ (multiwarelength anomalous dispersior data){i» ^ 
ftO. 9184~0. 978S.0O. 9788A{w*5V^T. t'— 7 ^'BMH ESRFCTtT'^^ 

m(Leslie, A. G. W. in Crystallographic computing Oxford Univ Press 
(1990)) ^ffiV^T^aSL. — /U. -7 — v^{lScala(CCP4)^'(-X^Toi^Co 
-t H7i;sl^,^=-ORRF4^{Cio(t5figll, shelx7°a A(sheldrick, G. 
M. Acta Cryst. A46 P467 (1998))^fflV\ normal ize ^ tLfctgjtHi^^^ffl 
^^tz, fiil^^(ir U-'^A)/NT/ — ^— (i, MIphase(CCP4)^fflV^-C!fi^-{l:L 
tZo m^B^itm^^rii^P4^2,2RrjP4,2,2<Dm:^X^!!bX^tit Z^. lEL 

\>^^ri\mt. PA.,2,2xh^z. tr^mh^^t^i^fzo ^^^z v -y hmn. 0.66A 

'^4.0A(Di^M'^^7riLtZo ^2(iTherraotoga Maritiraa RRF(7)*g^-r — ^ ^ 
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^^^^Mm'>^^\-2. 65 
I/sigma(I) 



0.049 (0.156) 
99.8 (99.1) 
26.4 (8.9) 



2.55 A\zm-r^m 

30-2. 55 



79947 (7119) 
11927 (1261) 
6.7 (5.6) 



Rmergc = (SII-<I>l /ZI) ^'P. 111^^ $ iXfc^^-Cfc «9 . 

V = fimaximam resolutionCO^-g-CDliiE^r^i" « 

^^¥-?t^l: (solvent flattering) SU«^4tBl£?R(CCD4-collaborative con 
putiry project #4, A suite of program for protein crystallography 
Daiesburg Laboratory, Warrington, WA4 4. AD UK (1979) (C J: «9 , -7 y-f 

^:/p (Jones, A. T et al Acta. Cryst. A47 PPl 10 (1991) ) fS:g(7) 

*f ^•fk((CNS)Branger A. T et al Acta Cryst D54 p905 ( 1998) ) :55LD^fitB 
(phase combination) j§t. ±T c7){|lJ§I^^7=/HC^Ai-5 ~ 

t75':-C'#fCo rigid bodyRm4g(7) (positional) ^h\^^^X 
T — — !) (simulated anneal ing) ^tro f'o Z <7)^-r /P^^S^-r — (Na 
tive Data) X^X^^'f )V(D^-^(DH^m^^X%L^=^^ )^\Z.'^VM\^iz.. 

{to. oia:&i>*2. oAx'fo^o 

*3(i, Thermotoga Maritima RRFS^bbT— ^ <7)^|+;^6^^!n.il!^*^7ir^1"o 
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^4{i^ Thermotoga Maritima RRF^7)Phasing^7Fi~o 



^^(Phasing) 




(A) 


30-11.5 


11.5-8.1 


8.1 -6.2 


6.2-5.1 


5.1-4.3 


4.3 - 3.7 


FOM 


0.704 


0.732 


0.745 


0.683 


0.623 


0.58 


Mean FOM 


0.66 





2. mF(D^i^miL(om'^ 

fc„ m^mm^m*) (D^\,^PCRm^m\^^X . ^^^^AUfcOanosi et al E 
MBO J. 17 1141 (1998) )o 

5>^{i2>:(7)J; ^ ^CL■C^To3to Janosi^{c:J;5EMB0 J. 17 1141 (1998) {C|E 

, :*Cfli®{ipPEN(1560) (Janosi 6EMB0 J IJ 1141 (1998) ) ±t:: 5 f?^§lfr 
rjcj; "9 ^^^f^oTV^So pPEN(i560){i. tJ-T-^^ ^>i^Wi\^m=f-'BLVf^'y Bm 

ii^jft'S^ (sucrose sensitivity gene)^^tPo 

w<75;*cM0^pMIX-e — AL. :J7D v A 7 a. n — /Pftti 

— — <i: LTilS'JLfCo fTT{±m'm\Zt-^X^'^XXh^(DX\ pMIXC04^(Ci^ 
5E^^<^fc'6frr^^#oyc®{i, ±EpPEN1560^i^/cnC(/^ t ^# TtTlt^^^ 

'iii&oXpMixi:pPENi560(7)F5i;^<7):/7^ ^ V ^^iT ^m^UX^fz, mm^pMi 

<i:pPEN1560(7)|S)7'^;^ ^ Ktt. ii^tiincompatible/^c^T'^lll L^^l^;6^ ± 
iS<7)ct 9 (C'£.il(Cigbnn{i*(Ja±i^^-v'-:^-^t>'frr(0.£>^tt)*^t-r5o 

30 



wo 00/75182 



PCT/JPOO/03639 



MIXl^ (7) lethal frrt:WoX\^^W^M^^o r fipPENlSeO^^t" S 36> 

ild type frr^^r^)^ tfCo (O^fiiaiO r <t < if ^ 

MOfrr^^-r-5<DT'pPEN1560(;!t7-:h-r^ ->>-lf't4)^'£v^i: L?iV^ ^ 
n 7 — 3— /P, v'>^!^^14cO:^^fliMDH5a ^]l'<(i\ lethal m 

utation?rit<9> pMIX^^i" 5 ^iltR-f 5 <!r So 

\^Xnh^fz.±mmfi^h:f'7^x K^^^L, Kpnl-HindlH^y 
> h(0.9kb. frr)^©9mL-CSfe(::J:5DNAg£^m^^tTofc„ ^(7)^^$: 
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^k^LtZo LX^m^tltzm^EmB'f^mi-^yy^^ Ktl. frr<!:LT 
^^L/^l^- ,b^£^lSSttRRF^:^-t-5LJ4(JanosiP>EMB0 J U 1141 (199 

Buiz!iOr<i: < ^^^y-A±Ofrr^i^^L/i^^(7)T^ frrl4^^-r 5 >^ 
^ KpKH6(Cj;*)27*C-C#^£L#^„ 

T-CT'^W-r ^ <h 4. 2 X 10-«c7)fiJ^T'42t:iC:iWi-5 t> (D;5q#ei^fc. Z 
^TcDfrrT'ii, frrOit^^^Val 117 Asp(i, ifiiSi(7)yN' y X^^o TV^ 

fzt'>^<Doib^mi,-x. mmj.^(DT ^ jmnm^^m'-^hntz. ^t\.h(D 
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3. RRF (Di'^mmi¥<7^m^ 

RRFum^Ri^AizmiskLtz'm^Rw^ x^^-r^ zttmm ufc (sei 

mer, M. , Al-Karadaghi, S. , Hirokawa, G. , Kaji, A. &Lil jas, A. Science 286, 2 
349-2352(1999) )o R R F li^^R N A i: ^fiUcD^ffij^^-T w <b 

*-f . ^^RNA 2 a. 2b. — RNA 3 2^0!; Ji^ V — 1 

t^ibta^m^^^^W-e (a) <DT ^ yTi^/l^mtL {AUm tCR R F 4 ?J*^SiS 
^i-6o RRF4(Clii. GTP^#ofcEFG S/OS^-g-tTV^ao X, V yt< 
y-M.l(D^y^i^/l^UitL iPUm RmtamtL (exit site) (EUitL) 
{^{1, ^n^'tife^RN A 2 a . 2 bTjJ^g^ (b) » '"J^ V 

— -^^fe^fi^^'cCGT P<^;^JP7k5>ftlS.U^ASl5fi{c^S^LfcRR F 4 (75P^&^CO 
h 7 a — 3 E F G 5 (Cj;oT§|#igw ^tt^o l^fi#{l. 

{iCJ^^UTl^fc^^RNA 2 b (DmmRXfPUmz'i^'^LX^^tzm^RN 
A2 a(DEU^^<D^W}=tmtimmimZ'0 . '^m. 2^^^<Dm^RNA^'- 
ikta^iX^ (c) „ ft^lC, R R F 4:Rt>'E F G 5C7) y y-i. 1 75^lb<^iS 
mZ^^. V^f.y — 'y±>i>^~RN A3 t^hMLm^tlX. 
^f;^6(Dft?g6;65^T-ra ( d ) o 

m4, r $ / ^ 'J •> K^(^ J: 6 R R F^^ms.m 

Km«i, V^-y — ^(DAmtH^i^'^-t^ZtlZX'0. ^^RN A(DA^itL 
^(DB-^^^K^-th Z t^^-mhriX^^^ (Moazed, D. &Noller,H. F. Nature 3 
27, 389-394 (1987) ;Fourmy. D. , Yoshizawa, S. tPuglisi, J. D. J. Mol. Biol. 2 
77,333-345(1988)) ;Yoshizawa, S. . Fourmy, D. fePuglisi, J. D. EMBO J. 17.64 
37-6448(1988))o Vt^X. EI 5 <7)^x/l^{cti^;^{±\ ±IS<^7' 5: / i) = v K 

mitRRF<DAWiL-^(D'^^^i,{is.m-r^it'rxhv. A^t)^^U'^r>m'S^ 
titii-x. R RFizx^^'^m'^i^(Dmmyt2±^i,ps.m^ti^itirxh^c 
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hv-^-i ^ V yX^MLfzE. col i Q 1 3 ^7!)-ib#^C/}^ y V — (H 
irashima. A. &Kaji.A. J. Mol. Biol. 65, 43-58 (1972) ) ( 0. 6 ~1. 8 A 
jgo^-ziy h) 2 7 5 /x M<^t°3. — P-^-r v^>^ 0. 2nmoleORR 
0. 2nmoleOEFG (Kaziro, Y. , Inoue-Yokosawa. N. &Kawakita, M 
. E.coli. J. Biochem. 72.853-863(1972)) :Rt;^0. 3 7 mMC^G T P <7)#^E 
T, 5 5 0 Ai \(Dy< yZ7T — R (hy^-Cl 1 0 mM. pH7. 4 . 
®?-7;/^-v/'>-t. 8. 2mM, t^itT ^ =^ ^ 8 0mM, v^^;^^^ 
h-/U (DTT) 0. 14mM) tf^CibH^T, 3 0°CX I 5 '^m-{ >- ^ =^ 

^—hLfZo ^i^. T ^ y V h'mt LX. 7.v\y':f V-7>{ . ^-^D 

v^VXfi^'V^-^-f' ^tL^'iT'2 0 0 ;z M. 1 0 0 ;i M. 10 

0 iiMtfl'h {::?3sAD LfCo Microcon 100 (Mil 

1 i p o r e iS^^) ^fflV^T. 3 3 0 GT'4 0 5^rB^ja£^-r S :i t {C 

i^^L/r^^RN A^i{i^'^^-&ft:<i::^^LfCo ±f5<DM i cr 

ocon \ 0 Q\Z.^<y-7 7— I ( h y ^ - C 1 lOmM, pH7. 6. 
Ts^W.-^ f^-y^ -l^ lOmM. t^fbry^^'^i^ 50mM. DTT 0. 
5mM) ^5 5 0 /i 1 ^t*. it 'C^-T 5 :: <i: Ic J; . 7 yu^? -^-[H]?5fe?^ t 
fz.o C(7)}5£r^?a^j!i?^<i: -^i:>ii:/::"b<7)^. M i c r o c o n 3 0 (Mil 
1 i p o r e ttM, iS^^) ^fflV^T. 1 4 0 0 0 GT' 1 5 "^Wi. 2 lelil'L^ 
-r -5 C <i: J: 9 . 1 4 1 (cjt^ t/Co i:>:v^-C\ j^^fi tfcK^RNA^, 3 
0 n 1 (r>WmW, ( h y - C 1 5 0 mM, p H 7 . 8 , S^^-^ ^ A 
lOmM, /3 - y /l':^' >^ h / — 6mM, ATP 3 mM. ^ ;^ 7 
;t3iy — /UtVUfV^ 5 mM. — if 138/ig. T^/ 

Tv'/Ulc^R N A-^fiJcB?^ 3 3. 3 aj g (Momose, K. &Ka ji, A. Arch. Bioch 
em. Biophys. Ill, 245-252(1965)) ) {C^j^? L C - T 5 / ^^^«t^ (Am 
e r s h a m\±M. m.mW^=^ lmg^fc'952mCi) , 0. 15AiCit;i 
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XT ^ ^Ti^Mtl^tio r:<0J:9fcLT#e>tLfcJ^hy ^nng^^ (4*0 

(1, t:°^~a-7^ v^^T'jtaSt/cE. col i (D^^yf^ V V -'J^f)^hnfz (H 
irashima, A. &Kaji,A. J. Biol. Chem. 248, 7580-7587(1973)) „ ^gfL/dTJ^D 

2:^^O^^RN A^*Bj^LTl^-5 .b;65^7i^o-CV^^ (Remme, J. , Margus, 
T. , Villems, R.&Nierhaus, K. H. Eur. J. Biochem. 183, 281-284(1989) ; Stark 
.H. et al. Cell 88,19-28(1977)) o 

h'm^mu^±-r\z^ rrf. ef grxigt p ^mmLfzm'^<Dm.xh'o . 

P (D I ^-f ^ tj ^^D L J^cC 75^ o fc*J^(7)MT' fo -5 o 

MISC0:4f y y — (0. 5-0. 8 Aaeo^— ^H) 2 7 5iuMtDt° 

3. — P-e^v'>, 1 n m o 1 e (7>ftS^ R R F (Hirashima, A. &Kaji, A. Bioche 
mistry 11.4037-4044(1972)) . 1 n m o 1 e (D E F G ^ . 0. 3 7 mM(7) 

GT P Jlt/T ^ y i/y Kmo#?£T, 2 7 0 1 yy r — R't'lciiJ 
V^T. 3 CC-e 1 5 5>F9^'1' H LfCo T ^ y ^ y =3 v- K^{i, 7. h 

M. 5 // M<!: T'j^a J: 9 {wSsybP U/Co Ik^'^X. ^< 37 ^ — J 1 

5~3 0%(7)^«^^i£i^^lj-fci^3'^5m 1 «75±{C, -f ^'^Jf-^-^- h t/c± 
fetT^fitfrHS^^^ L, Bee km an SW50. 1 ^ffil^. 4 0 0 0 0 r 
pm. 7 5^Fb^. 4*C(7?^{4^-Cjt'6L/io 2 5 4 n m T'COPi^^tST ^ I S C O 
UA-Bt'i'X^ ^-IIT^^^S'-L. jl^<^7 OS!) /-J^' y - (7) ?t ^ 
Sy^Lfio 'i^^^mi IZtts-To f^v ^7 If <7)fit«i. T ^ y ^l) K«</)# 
?£TT'iSS6tfw 7 0S!) /f:"y-A(^Ji^^, r ^ y ^ D 3 -> Km^^D;i^j:7!>^ 
ofc^-^ (3>hD-/i.) OiS^fT) 7 0 s y ;j^ y-A£;)j^^(c*)-r^^^— 
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!J y — 9 0%$.'t&J65c ) <7)lii^) 4 2 R R F J; o / ^ 

^7 #Sia.«^Jl^ffiTlJ:fcftS. RRFt EF-G {CliS, 
mRNA :fy^h<D])^y—J^<Dmm 



RRF {ZliS. mRNA*^^«> 



=3 h O —/V 




100* 




5^M 


16.5 






0 




100 ^M 


9.9 




20 ^M 


0 




50 ^M 


0 




200 }iM 


0 


GMPPCP 


370 ^M*•*• 


0 



io^^^c :Ltih(D'i^^X'0 . RR F<7)f§t4<7)^5t{:i«iRR F^s ij Tjt' y — AO 
AmtL{:i'^^-r^Z.tt^'J^^mx^h^^t^'^^<7r:f^^ti. VtoX. RRF(7) 

0ij5. ^?t-;^ K 1^7" h^^Z^i>v<^ ^-7^ ■>>-(cJ:6RRF^t^<7:)PaS 

RNACO V^ni^ — i/3 V^Pl^-fS w<!:;4^^<biX'Ct^'5 (Pestka.S. B 
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iochera. Biophys. Res. Commun. 40,667-674(1970); Rodnina, M. V. , Savel 
sbergh, A. , Katunin, V. I. ftWintermeyer, W. Nature 385,37-41(1997); Rodn 
ina.M. V. et al. Proc. Natl. Acad. Sci. USA 96, 9586-9590 (1999) ) o 

:i-P^huyh> is i gma ^tM) Xity<'{ •>> ( I CNfitl^) 

^^|ll6{C7f:-t-o 

so^»L/:l.#.^l^v^Tli^liJ4 tmc:fjm:ixm-<tzo 5^^^ h i/>^ h> 
— A(D)^g|l;i'i^±(^I5aS$n5 - i;65^:)75»5o ^tl ib t^^^ i "9 . RRF(D 
mi±(r>^^{ZltAmiHZl^^LfzRRF(DPUilL-^<D h 7 >- D <Jr~ -> a >- 
;5S^,i|-efc'5 Z <!:7J>3^< TFi^^ix. Vt^X. R R F O h 7 n 3 ^ 
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_GUPP CPRXfyiyi^^^m-i. m:iEF Gm.mMX-^^ . ^^RNA<7) 
H^VJ^n-ir-v^a E F G $r y JJ^ y-i^l-S^-Ta ^ <t J: ifs^^lt 

^ 1 lElfdttW^-f ^ <h ;5>^p3iXtl^'5 (Inoue-Yokosawa, N. . Ishikawa, C. & 
Kaziro.Y. J. Biol. Chem. 249,4321-4323(1974); Rodnina. M. V. , Savelsber 
gh.A. .Katunin.V. I.&Wintermeyer.W. Nature 385. 37-41 (1997); Bodley.J 
.W. .Zieve.F. J. .Lin. L.&Zieve.S.T. J.Biol. Chem. 245,5656-5661 (1970) 
; Kuriki. Y. , Inoue, N. &Kaziro, Y. Biochim. Biophys. Acta. 224,487-497 
(1970))o ti^oT. mSCD^'f/UlzV^^l'S.. GMP P C P:5.tJ«7 v'v'^'li^li, 

h 7 CJ >r-'> 3 XCi^oTg^S P&l5f4:5LU^ElH5fil!:75^<b<7)^^RNA 
cDJggt(iP£SL/^V^(t-f T**>6„ GMPPCPS.I>'^'>i^>'^{iiis^*S 

^liia^i-^jiT-efo'So ^^v. GMP p CP xtty '>i^>J^(^^^ri^ 

i5^^T. y ^" y-i*;!)»^CD$g^RN AOiS^tRT^/ .y-fe :x - R N A t!)^ P> 
y ;n y-A7!)-ib<7)^^RNA(^iSgt{i^ Ts: K^U Km<7)R^'9 t::G 

MPPCP (Sigma^iil) Xfi 7 >- >^ ( I C N ?±$!i) ilr»L/2,^. 
;RU5GMP PC P^^^^^JD tfci^#{l{iGT P^^#^£TT'^^^tTofc.-^.^l^ 

l^T{ifi^ll4 i:lRli::^iiJwTs^'<fCo GM P P C P Xt*^ ->-:^>'^{i> "t^"^' 

n3 7 0 /iM, 2 0 0 juM.^T'jrS ct ^{C»L/wo '^^^rH 6 {C^-fo 

^(T^lt^i? (;iGMP PC PXti^-yt^^^^^jQLfc.^^StJ^GMP PC P^ 
^.^JD Ly-c:»^lC{lG T P#^#?£TT'^@^^tTofc,^.^r^V^-C{i0-"] 4 ^ [3] C:^ 

m^^rm^fzo gmp p c pxji^v/i/v^ii. ^ti^'tva 7 o mm. 20 

IlieJ:^, GMP PC PX{i:7v'v?:/^S:gs^nLT ^^RNA<7)iS^t 
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irj^s^d^So — ^7J:'0. GMP p c P3?:{i:7iyv/v^{iy ;}t"y 

— AOjgg|$r^ife{CPl^Si-5 w <b (Igarashi, K. . Ishitsuka, H. &Kaj 

i.A. Biochera. Biophys. Res. Commun. 37,499-504(1969); Hirashima, A. &Ka 
ji,A. J. Mol.Biol. 65,43-58(1972); Ogawa. K. &Kaji, A. Eur. J. Biochera. 
58, 411-419 (1975) ; Karimi, R. , Pavlov, M. Y. , Buckingham, R. H. &Ehrenberg, 
M. Molecular Cell 3,601-609(1999)) » 

nuK E F G R R F <b J; o xmm^i^mni-^ ^ v^ 9 m 5 lc^-r^T'/^ 

mi. imicoiiiLT -y/^^m^RN A<Dwmz X ^ R R F fs^cnmm 
mi. izx'o. RRF<Df^^<DmmzitRRFA^^v^^y~-j^(DAumzi^^ 

^^-tintt. RRF tm^RN A t^m^LX V y ~ Aff) A^iUz'^^-T 

^fztb. m^tLxm^^m^{^(Dmmmm$nhit-rxh^o z(DM^m 

/K!)y — A (0. 5~1 Aaeo^^'^H) 0~ 1 0 0 0 p m o 1 e <7) 

m<D^m(Dm(DRRF . EFG. GT PZ^U^O ~ 1 0 n m o 1 e <^rBl<7)#a 
Oft<7)$c^RNAO#?STT'-r h L^c. }k^^X% i/3*l^-g^i£ 

M'b im&^El: 15~3 0%) ^n^tz'ik. 2 5 4 n mX(DV^it^%:m^ 

•r^ztizxv) ^ mm<Du yriy-j^(Dm^mmLtio mmmmizm^^'^xi'f 

^LfcL i nevi^ea vwe— Burk "/ ti h IZ X ^ V y 7 IZtt: 

-To mmit. u^RNA^^^T izt6ii^mm<DV ^^y-j^mizM-r^. # 
m 7 (Di^r^yizioi^x. u^RNA(Dmizmt^h-rmn^^it-^xh 'o 

, t^^^^RNA(r>m<Dm±kzm^K^t^±^<fl^Ztt>h. ^^RNAfi 
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[0 0 9 1 1 

S-r. 1 pmo 1 e5feri(^=»=S:^^t;^^v^>^?yRRF (^'^S-His 
-RRF) lOpmol e (Dmi¥i.fzV ^^y-J^RX)^^UM^(Dy<o^ 

■7^ ^yiyl^(D^^r-(:\ ih V ^-C I SOmM. pH7. 6,1^ 

m-^y^-iyyj^ l OmU^ ^it:^ V '^J^ SOmM. DTT 1 mM) 4" 

{wiov^-c 3 ot:-e i 0 5>F«1-r :y^z^^— h L/t„ 'ii^*^^^{-<t ^mm(D''^s 

-Hi s -RRF ^m^Ltzm. V ^^y — J^m^-"^ S-H i s-RRFCO* 
^rJJfttSittCj: •JPJ^LfCo f^. ^'^S-Hi s-RRF{±. ^^S^ISs^^:*- 
^^-^^ET, in V i t r oT'^^^itfcH i s -RRF^. N i 
X^rffiV>TfiS^-r^ d <i: O^MLfCo '^^$rll 8 tC^-To RRFCO^-^ 
^{1. /NO^-^-r ->->>^^#^ET(-*3t^T y 4^ y-AC^-&LfcRRF<7)l: 
^ 1 0 0%i: LTBili Lfcfi£-e*>§o 

-5 - <i: 7ii^9 7i>5o t»&o-Cs /-^D^^-r R R F o !J y — A-^o'^ 

■g-^PflW-r^r .irtiJ: "9 , RR F<7)fS't4^pfl*i-5i:%;t?>tLSo 

^8 







« 
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CB VAL 
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73. 500 


1.00 


50. 36 
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1^^ 
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N VAL 
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1. 00 


83. 11 
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1 AO A70 

lOZ. bid 


1. 


AA 

00 


A 7 AO 

4 / . OZ 


1 A 1 0 yC C 

101. o4b 


1 

1 . 


AA 

00 


A 7 AO 

4 / . OZ 


1 A 1 Aoa 
101. 4oy 


1. 


AA 

00 


07 CO 

0 / . oz 


1 A 1 0 0 A 

101 . bob 


1. 


A A 

00 


07 CO 

0/. oz 


100. 421 


1. 


00 


47.02 


100. 820 


1. 


00 


47. 02 


99. 188 


1. 


00 


55. 10 


98. 226 


1. 


00 


55. 10 
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674 


Cd 


ASP 


86 


2. 856 


-11. 159 


96. 913 


1 

1. 


00 


66. 61 




675 


CG 


ASP 


86 


3. 232 


-9. 821 


96. 292 


1. 


00 


/* ^1 

66. 61 




676 




A c n 

ASP 


86 


4. 108 


-9. 119 


96. 841 


1. 


00 


66. 61 




677 




A CO 

ASP 


86 


2. 647 


-9. 468 


95. 244 


1. 


00 


66. 61 




C7 O 

678 


C 


A C D 

ASP 


86 


5. 093 


-11. 593 


97. 955 


1. 


00 


55. 10 




c n 

679 


0 


A cn 

ASP 


O A* 

86 


r- A f\n 

5. 492 


-12. 136 


96. 921 


1. 


00 


55. 10 


feS" ~7 


r* a ri 

680 


N 


I CI 1 

LEU 


87 


5. 916 


-11. 127 


98. 889 


1, 


00 


40. 02 




/* O 1 

681 


CA 


LEU 


87 


7. 368 


-11. 201 


98. 741 


1. 


00 


40. 02 




682 


CB 


LEU 


87 


8. 056 


-10. 528 


99. 931 


1. 


00 


53. 14 




683 


CG 


LEU 


87 


7. 867 


-9, 019 


100. 053 


L 


00 


53. 14 




684 


CDl 


LEU 


87 


8. 549 


-8. 512 


101. 314 


1. 


00 


53. 14 




685 


CD2 


LEU 


87 


8. 446 


-8. 348 


98. 815 


1. 


00 


53. 14 




686 


C 


LEU 


87 


7. 924 


-12. 612 


98. 596 


1. 


00 


40. 02 




687 


0 


LEU 


87 


8. 967 


-12. 812 


97. 967 


1. 


00 


40. 02 




688 


N 


GLY 


88 


7. 233 


-13. 588 


99. 176 


1. 


00 


39. 77 




689 


CA 


GLY 


88 


7. 722 


-14. 951 


99. 109 


1. 


00 


39. 77 




690 


C 


GLY 


88 


8. 924 


-15. 046 


100. 028 


1. 


00 


39. 77 




691 


0 


GLY 


88 


9. 905 


-15. 733 


99. 740 


1. 


00 


39. 77 




692 


N 


LEU 


89 


8. 848 


-14. 319 


101. 138 


1. 


00 


36. 60 




693 


CA 


LEU 


89 


9. 907 


-14. 303 


102. 124 


1. 


00 


36. 60 


IS" JIT" 


694 


CB 


LEU 


89 


10. 522 


-12. 909 


102. 221 


1. 


00 


At /\ /\ 

41. 00 


fS* IT 


695 


CG 


LEU 


89 


11. 343 


-12. 412 


101. 033 


1. 


00 


A 1 /\/\ 

41. 00 


J^-j- 


696 


CDl 


LEU 


89 


11. 804 


-10. 996 


101* 312 


1. 


00 


At /\f\ 

41. 00 




697 


CD2 


I CI I 

LEU 


89 


12. 539 


-13. 321 


100, 797 


1, 00 


At 

41, 00 




c rk o 


c 


LEU 


89 


9. 348 


-14. 720 


103. 477 


1. 


00 


36. 60 




699 


0 


LEU 


89 


8. 186 


-14. 464 


103. 792 


L 


00 


36. 60 




700 


N 


ASN 


90 


10. 185 


-15. 368 


104. 275 


L 


00 


32. 75 




701 


CA 


ASN 


90 


9. 774 


-15. 834 


105. 585 


1. 


00 


32. 75 




702 


CB 


ASN 


90 


9. 973 


-17, 343 


105. 682 


1. 


00 


37. 39 
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703 


CG 


ASN 




704 


ODl 


ASN 




705 


ND2 


ASN 


W.^ 


706 


C 


ASN 




707 


0 


ASN 




708 


N 


PRO 




709 


CD 


PRO 




710 


CA 


PRO 




711 


CB 


PRO 




712 


CG 


PRO 




713 


C 


PRO 




714 


0 


PRO 




715 


N 


ILE 




716 


CA 


ILE 


1^^ 


717 


CB 


ILE 




718 


CG2 


ILE 




719 


CGI 


ILE 




720 


CDl 


ILE 




721 


C 


ILE 




722. 


0 


ILE 




723 


N 


ASN 




724 


CA 


ASN 




725 


CB 


ASN 




726 


CG 


ASN 




727 


ODl 


ASN 




728 


ND2 


ASN 




729 


C 


ASN 




730 


0 


ASN 




731 


N 


ASP 



90 


9. 128 


-18. 104 


90 


7.902 


-18. 176 


90 


9. 776 


-18. 671 


90 


10. 593 


-15. 141 


90 


11. 804 


-15. 323 


91 


9. 941 


-14. 330 


91 


8. 503 


-14. 012 


91 


10. 657 


-13. 620 


91 


9. 597 


-12. 670 


91 


8. 339 


-13. 443 


91 


11. 212 


-14. 545 


91 


10. 577 


-15. 528 


92 


12. 406 


-14. 224 


92 


13. 050 


-14. 988 


92 


14. 442 


-15.457 


92 


15. 044 


-16. 318 


92 


14. 357 


-16. 256 


92 


15. 720 


-16. 628 


92 


13. 199 


-14. 016 


92 


14. 117 


-13. 200 


93 


12. 291 


-14. 109 


93 


12. 275 


-13. 220 


93 


10. 818 


-12. 947 


93 


10. 660 


-11. 871 


93 


11. 627 


-11. 440 


93 


9. 426 


-11. 431 


93 


13. 015 


-13. 760 


93 


12. 538 


-14. 690 


94 


14. 166 


-13. 174 
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104. 


682 


1. 


00 


37. 39 


104. 813 


1. 


00 


37.39 


103. 


670 


1. 


00 


37. 39 


106. 


651 


1. 


00 


32.75 


106. 731 


1. 


00 


32. 75 


107. 


484 


1. 


00 


35. 24 


107. 


514 


1. 


00 


26. 32 


108. 


543 


1. 


00 


35.24 


109. 088 


1. 


00 


26. 32 


108. 899 


1. 


00 


26. 32 


109. 621 


1. 


00 


35. 24 


110. 


004 


1. 00 


35. 24 


110. 


099 


1. 


00 


39. 44 


111. 


156 


1. 


00 


39. 44 


110. 


736 


1. 


00 


30. 73 


111. 


833 


1. 


00 


30. 73 


109. 


440 


1. 


00 


30. 73 


108. 


899 


1. 


00 


30.73 


112. 


323 


1. 


00 


39. 44 


112. 


347 


1, 00 


39. 44 


113. 


287 


1. 


00 


37. 86 


114. 


441 


1. 00 


37. 86 


114. 804 


1. 


00 


26. 31 


115. 


856 


1. 


00 


26.31 


116. 


482 


1. 


00 


26. 31 


116. 


059 


1. 


00 


26. 31 


115. 


668 


1. 


00 


37. 86 


116. 


321 


1. 


00 


37. 86 


115. 


995 


1. 


00 


43.86 
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732 


CA 


ASP 




733 


CB 


ASP 




734 


CG 


ASP 




735 


GDI 


ASP 




736 


0D2 


ASP 




737 


c 


ASP 




738 


0 


ASP 




739 


N 


GLY 




740 


CA 


GLY 




741 


c 


GLY 




742 


0 


GLY 




743 


N 


ASN 




744 


CA 


ASN 




745 


CB 


ASN 




746 


CG 


ASN 




747 


GDI 


ASN 




748 


ND2 


ASN 


//Fx J 


749 


c 


ASN 




750 


0 


ASN 


//J X J 


751 


N 


VAL 


/✓ix J 


752 


CA 


VAL 


/-/jx i 


753 


CB 


VAL 




754 


CGI 


VAL 




755 


CG2 


VAL 




756 


C 


VAL 


/fx-T- 


'7 c n 

Tot 


0 


VAL 




758 


N 


ILE 


l^x^ 


759 


CA 


ILE 


J[^xi^ 


760 


CB 


ILE 



94 


14. 926 


-13. 613 


94 


16. 429 


-13. 647 


94 


17. 003 


-12. 274 


94 


18. 236 


-12. 162 


94 


16. 220 


-11. 305 


94 


14. 661 


-12. 696 


94 


15. 416 


-12. 690 


95 


13. 589 


-11. 914 


95 


13. 233 


-11. 031 


95 


14. 025 


-9. 743 


95 


13. 756 


-8. 886 


96 


15. 008 


-9. 606 


96 


15. 841 


-8. 410 


96 


17. 296 


-8. 751 


96 


18. 208 


-7. 532 


96 


19. 369 


-7. 620 


96 


17. 686 


-6. 388 


96 


15. 789 


-7. 849 


96 


15. 489 


-6. 679 


97 


16. 079 


-8. 716 


97 


16. 105 


-8. 340 


97 


17. 561 


-8. 390 


97 


17. 828 


-9. 690 


97 


17. 843 


-7. 197 


97 


15. 223 


-9. 276 


97 


14. 713 


-10. 279 


98 


15. 033 


-8. 938 


98 


14. 240 


-9. 772 


98 


12. 936 
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-9. 084 



117. 167 1. 00 43. 86 
116. 866 1. 00 48. 91 
116.625 1.00 48.91 

116. 455 1. 00 48. 91 
116.603 1.00 48.91 

118. 366 1. 00 43. 86 

119. 339 1. 00 43. 86 

118. 286 1. 00 38. 45 

119. 381 1. 00 38. 45 

119. 451 1. 00 38. 45 

120. 293 1. 00 38. 45 
118.569 1.00 49.36 
118.525 1.00 49.36 
118.860 1.00 40.40 
118.808 1.00 40.40 
118. 399 1. 00 40. 40 
119.232 1.00 40.40 

117. 116 1. 00 49. 36 
116. 901 1. 00 49. 36 
116. 158 1. 00 44. 00 
114.759 1.00 44.00 
114.253 1.00 36.85 
113. 506 1. 00 36. 85 
113.413 1.00 36.85 

113. 923 1. 00 44. 00 

114. 422 1. 00 44. 00 
112. 653 1. 00 37. 43 
111.758 1.00 37.43 
111. 332 1. 00 38. 61 
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US' ~7__ 


761 


CG2 


TIT? 

ILE 


98 


12. 439 


-9. 659 


110. 012 


1. 


00 


38. 61 






r'p 1 


ILL 




11 OO c 

11. 885 


-9. 281 


1 1 A jl A A 

112. 420 


1. 


00 


38. 61 




Too 




TIC 


9o 


1 A ^ A C 

10. 495 


O A t A 

-8. 910 


111 AO T 

111. 987 


1.00 


OA A 1 

38. 61 




/ b4 


L 


ILL 


no 

98 


15. 036 


-10, 105 


1 1 A C 1 C 

110. 515 


1. 


00 


37. 43 




7d5 


U 


T f C 

ILE 


98 


If" O A 

15. 270 


A A A /» 

^9. 236 


1 A A O 

109. 677 


1. 


00 


37. 43 




/OD 


N 


AKO 


99 


15. 458 


-11. 365 


11/% jf 1 /\ 
110. 410 


1. 


00 


30. 52 






CA 


ARG 


99 


1 A A O A 

16. 232 


11 o A n 

-11. 822 


1 rv A A A o 

109. 263 


1. 


00 


30. 52 




ICO 

/bo 


CB 


ARG 


c\c\ 

99 


17. 137 


-13. 004 


109. 625 


1 


00 


50. 62 




769 


CG 


ARG 


99 


18. 429 


-12. 643 


110. 328 




00 


50. 62 




770 


CD 


ARG 


99 


19. 445 


-13. 758 


110- 162 


1 

1 • 




50. 62 




771 


NE 


ARG 


99 


18.996 


-15. 003 


110. 777 


1 

1 . 


on 


50, 62 




772 


CZ 


ARG 


99 


19. 434 


-16. 213 


110. 440 


1 


00 

\J\J 


50. 62 




773 


NHl 


ARG 


99 


20. 340 


-16. 363 


109. 479 


1 


00 


50. 62 




774 


NH2 


ARG 


99 


18. 962 


-17. 277 


111. 074 




00 


50. 62 


riff ~7" 


775 


C 


ARG 


99 


15, 307 


-12. 244 


108, 151 


1 


00 


30. 52 




776 


0 


ARG 


99 


14. 242 


-12. 809 


108. 385 


1. 


00 


30. 52 


FES' "T" 


777 


N 


I r^r t 

LEU 


100 


15. 729 


-11. 957 


106. 932 


1. 


00 


33. 80 




7(8 


CA 


LEU 


100 


14. 973 


-12. 307 


105. 743 


1. 


00 


33. 80 


iM*T' 


/ 7y 


CB 


LEU 


1 t\t\ 
100 


14. 399 


-11. 042 


105. 117 


1. 


00 


34, 63 


fsr T 




CG 


I CI t 

LEU 


■f t\f\ 

100 


12. 890 


-10. 941 


104. 938 


1. 


00 


34. 63 




•7 0 1 


LUl 


1 CI I 

LEU 


100 


"1 A 1 ^ ^7 

12. 167 


11 jl O T 

-11. 437 


1 /\ A 1 T O 

106. 178 


1. 


00 


34. 63 




•70 0 


CU^i 


LEU 


100 


12. 542 


-9. 493 


104. 636 


L 


00 


34. 63 




/OO 


L 


T CIT 

LEU 


1 f\f\ 

100 


\ H A 1 1 

16. Oil 


1 A A A O 

-12. 928 


t r\ A O A A 

104. 829 


1. 


A r\ 

00 


O O OA 

33. 80 




/ o4 


U 


LEU 


luu 


'\ C O A A 

16. 829 


1 A A A C 

-12. 225 


104. 247 


1. 


00 


AO OA 

33. 80 




# OD 


In 


VAL 


1 n 1 
lUl 


Id. OOd 


^ A A >i O 

-14. 24o 


1 A yl T A C 

104. 725 


1. 


00 


A f\ AT 

40. 27 




786 


CA 


VAL 


101 


16.989 


-14. 911 


103. 887 


1. 


00 


40. 27 




787 


CB 


VAL 


101 


17.377 


-16. 271 


104. 470 


1. 


00 


42. 80 




788 


CGI 


VAL 


101 


18.462 


-16. 902 


103. 621 


1. 


00 


42. 80 




789 


CG2 


VAL 


101 


17.867 


-16. 097 


105. 888 


1. 


00 


42.80 
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790 


C 


VAL 


101 


16. 481 


-15. 087 


102.467 


1. 


00 


40.27 




791 


0 


VAL 


101 


15.288 


-15. 295 


102. 248 


1. 


00 


40.27 




792 


N 


PHE 


102 


17. 396 


-14.988 


101. 506 


1. 


00 


42.62 




793 


CA 


PHE 


102 


17. 065 


-15. 120 


100.091 


1. 


00 


42.62 




794 


CB 


PHE 


102 


17. 504 


-13. 870 


99. 325 


1. 


00 


35.61 




795 


CG 


PHE 


102 


16. 807 


-12. 614 


99. 755 


1. 


00 


35.61 




796 


CDl 


PHE 


102 


17. 012 


-12. 089 


101. 026 


1. 


00 


35. 61 




797 


CD2 


PHE 


102 


15. 936 


-11. 955 


98. 889 


1. 


00 


35.61 




798 


CEl 


PHE 


102 


16. 365 


-10. 926 


101. 427 


1. 


00 


35.61 




799 


CE2 


PHE 


102 


15. 286 


-10. 793 


99. 284 


1. 


00 


35.61 




800 


CZ 


PHE 


102 


15. 498 


-10. 280 


100. 553 


1. 


00 


35. 61 




801 


C 


PHE 


102 


17. 758 


-16. 330 


99. 481 


1. 


00 


42. 62 




802 


0 


PHE 


102 


18. 853 


-16. 210 


98. 938 


1. 


00 


42. 62 




803 


N 


PRO 


103 


17. 123 


-17. 509 


99. 542 


1. 


00 


35.91 




804 


CD 


PRO 


103 


15. 787 


-17. 769 


100. 101 


1. 


00 


36.33 




805 


CA 


PRO 


103 


17. 710 


-18. 739 


98. 983 


1. 


00 


35. 91 




806 


CB 


PRO 


103 


16. 665 


-19. 811 


99. 313 


1. 


00 


36. 33 




807 


CG 


PRO 


103 


15. 900 


-19. 221 


100. 488 


1. 


00 


36. 33 




808 


C 


PRO 


103 


17. 961 


-18. 650 


97. 472 


1. 


00 


35. 91 




809 


0 


PRO 


103 


17. 379 


-17. 803 


96. 789 


1. 


00 


35. 91 




810 


N 


SER 


104 


18. 833 


-19. 516 


96. 958 


1. 


00 


42. 91 




811 


CA 


SER 


104 


19. 119 


-19. 556 


95. 524 


1. 


00 


42. 91 




812 


CB 


SER 


104 


19. 973 


-20. 773 


95. 166 


1. 


00 


41.87 




813 


OG 


SER 


104 


21. 321 


-20. 599 


95. 559 


1. 


00 


41. 87 




814 


C 


SER 


104 


17. 779 


-19. 663 


94. 820 


1. 


00 


42. 91 




815 


0 


SER 


104 


16. 993 


-20. 575 


95. 089 


1. 


00 


42.91 




816 


N 


PRO 


105 


17. 494 


-18. 735 


93. 905 


1. 


00 


35. 96 




817 


CD 


PRO 


105 


18. 214 


-17. 490 


93. 571 


1. 


00 


31. 16 




818 


CA 


PRO 


105 


16. 195 


-18. 829 


93. 228 


1. 


00 


35. 96 
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819 


CB 


PRO 




820 


CG 


PRO 




821 


c 


PRO 




o o o 

822 


0 


PRO 




rt o 

823 


N 


THR 




824 


CA 


THR 




825 


CB 


THR 




826 


OGl 


THR 




827 


CG2 


THR 




828 


C 


THR 




829 


0 


THR 




830 


N 


THR 




831 


CA 


THR 




832 


CB 


THR 




833 


OGl 


THR 




834 


CG2 


THR 




835 


C 


THR 




836 


0 


THR 




837 


N 


GLU 




838 


CA 


GLU 




r\ r\ c\ 

839 


CB 


GLU 




840 


CG 


f ft 
GLU 




841 


CD 


GLU 




842 


OEl 


GLU 




843 


0E2 


GLU 




844 


C 


GLU 




845 


0 


GLU 




846 


N 


GLN 


1?.^ 


847 


CA 


GLN 



105 


16. 084 


-17. 493 


105 


17. 542 


-17. 062 


105 


15. 989 


-20. 037 


105 


16. 929 


-20. 569 


106 


14. 740 


-20. 472 


106 


14. 354 


-21. 596 


106 


13. 050 


-22. 237 


106 


11. 965 


-21. 318 


106 


13. 166 


-22. 582 


106 


14. 110 


-21. 029 


106 


13. 845 


-19. 833 


107 


14. 187 


-21. 871 


107 


13. 973 


-21. 366 


107 


14. 421 


-22. 403 


107 


15. 405 


-21. 800 


107 


13. 244 


-22. 863 


107 


12. 515 


-20. 960 


107 


12. 166 


-20. 321 


108 


11. 663 


-21. 311 


108 


10. 262 


-20. 940 


108 


9. 377 


-21. 956 


108 


8. 021 


-22. 149 


108 


7. 250 


-23. 329 


108 


6. 636 


-23. 184 


108 


7. 266 


-24. 406 


108 


10. 077 


-19. 544 


108 


9. 144 


-18. 822 


109 


10. 968 


-19. 173 


109 


10. 924 


-17. 854 
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92. 488 


1. 


00 


31. 16 


92. 303 


1. 


00 


31. 16 


92. 322 


1. 


00 


35. 96 


91. 726 


1. 


00 


35.96 


92. 249 


1. 


00 


50. 79 


91. 410 


1. 


00 


50. 79 


91. 919 


1. 


00 


55.41 


91. 742 


1. 


00 


55.41 


93. 399 


1. 


00 


55.41 


90. 015 


1. 


00 


50. 79 


89. 865 


1. 


00 


50. 79 


88. 990 


1. 


00 


61. 13 


87. 643 


1. 


00 


61. 13 


86. 562 


1. 


00 


71. 51 


85. 707 


1. 


00 


71. 51 


85. 713 


1. 


00 


71. 51 


87. 454 


1. 


00 


61. 13 


86. 471 


1. 


00 


61. 13 


88. 405 


1. 


00 


63. 04 


88. 297 


1. 


00 


63. 04 


89. 023 


1. 


00 


93. 70 


88. 359 


1. 


00 


93. 70 


88. 922 


1. 


00 


93. 70 


90. 001 


1. 


00 


93. 70 


88. 286 


1. 


00 


93. 70 


88.891 


1. 


00 


63. 04 


88. 526 


1. 


00 


63. 04 


89. 808 


1. 


00 


42. 84 


90. 429 


1. 


00 


42.84 



wo 00/75182 







CB 


GLN 




849 


CG 


GLN 




850 

\j \j yj 


CD 


GLN 




851 


OEl 


GLN 




852 

U w £4 


NE2 


GLN 




853 


c 


GLN 




854 


0 


GLN 




855 


N 


ARG 




out* 




ARG 




Ou # 


PR 


ARG 




^lt^8 

OOO 




ARG 












RAH 


INC 


ARG 


JIM 


OD 1 




ARG 




8fi9 


iNn X 


ARG 




ODO 




ARG 




8^4 


r 


ARG 

AI\U 






0 


ARG 




8RB 


N 


ALA 




867 


CA 


ALA 




868 


CB 


ALA 




869 


r 


ALA 




870 


0 


ALA 




871 


N 


LYS 




872 


CA 


LYS 




873 


CB 


LYS 




874 


CG 


LYS 




875 


CD 


LYS 




876 


CE 


LYS 



PCT/JPOO/03639 



109 


11. 763 


"17. 824 


91. 710 


1. 


00 


42. 35 


109 


11. 132 


-18. 557 


92. 890 


1. 


00 


42. 35 


109 


11. 971 


-18. 472 


94. 156 


1. 


00 


42. 35 


109 


13. 094 


-18. 964 


94. 204 


1. 


00 


42. 35 


109 


11. 423 


-17. 842 


95. 186 


1. 


00 


42. 35 


109 


11, 473 


-16. 836 


89. 434 


1. 


00 


42.84 


109 


10 866 


-15. 794 


89. 200 


1. 


00 


42. 84 


110 


12. 624 


-17. 148 


88. 846 


1. 00 


37. 85 


1 10 


13 237 


-16 258 


87. 873 


1. 


00 


37. 85 


1 10 


14 464 

XT. T V/T 


-16. 909 


87. 244 


1. 


00 


51. 08 


1 1 0 


1 5 598 


-17 191 

XI. X •>/ X 


88 202 


1. 


00 


51. 08 


1 1 0 

1 1 v 


16 692 


-17 973 

XI. »/ 1 *^ 


87. 495 


1. 


00 


51. 08 


1 1 0 


17 755 


-18 390 


88. 405 


1. 


00 


51. 08 


1 1 0 

1 1 u 


1 8 663 
If. 0 


-17. 569 


88 927 


1. 


00 


51. 08 


1 1 0 

X X \/ 


18 644 


-16. 275 


88. 629 


1. 


00 


51. 08 


1 1 0 

X X V/ 


19 592 


-18. 042 


89. 751 


1. 


, 00 


51. 08 


1 10 

X X \/ 


12 224 


-15. 946 


86. 783 


1. 


00 


37, 85 


1 10 

X X \/ 


11 986 

XX. %/\^\J 


-14. 782 


86. 457 


1. 


00 


37. 85 


111 

XXX 


11. 623 


-16. 992 


86. 224 


1. 


, 00 


49. 18 


111 

XXX 


10. 634 


-16. 817 


85. 168 


1. 


. 00 


49. 18 


111 


10. 130 


-18. 172 


84. 682 


1, 


. 00 


35. 40 


111 


9. 473 


-15. 978 


85. 689 


1, 


. 00 


49. 18 


111 


8. 913 


-15. 158 


84. 961 


1 


. 00 


49. 18 


112 


9. 119 


-16. 175 


86. 954 


1 


. 00 


39. 11 


112 


8. 023 


-15. 416 


87. 545 


1 


. 00 


39. 11 


112 


7. 687 


-15. 945 


88. 940 


1 


. 00 


Q C AQ 
OD, 4o 


112 


6. 573 


-15. 162 


89. 618 


1 


. 00 


85. 43 


112 


6. 468 


-15. 473 


91. 105 


1 


. 00 


85. 43 


112 


5.400 


-14. 606 


91. 768 


1 


.00 


85. 43 



73 



wo 00/75182 



PCT/JPOO/03639 





877 


NZ 


LYS 


112 


5. 303 


-14. 


821 


93. 242 


1. 


00 


85.43 




878 


C 


LYS 


112 


8. 380 


-13. 


936 


87. 642 


1. 


00 


39. 11 




879 


0 


LYS 


112 


7. 586 


-13. 


076 


87. 268 


1. 


00 


39. 11 




880 


N 


TRP 


113 


9. 578 


-13. 


649 


88. 146 


1.00 


31.83 




881 


CA 


TRP 


113 


10. 042 


-12. 


274 


88. 299 


1 

1 . 




31.83 




882 


CB 


TRP 


113 


11. 368 


-12. 


237 


89. 075 


1 

I . 




25. 54 




883 


CG 


TRP 


113 


11. 256 


-12. 


810 


90. 459 


1 

1 . 




25. 54 




884 


CD2 


TRP 


113 


12. 278 


-13. 


490 


91. 203 


1. 


UU 


25. 54 




885 


CE2 


TRP 


113 


11. 711 


-13. 


879 


92. 434 


1. 


f\f\ 

uu 


25. 54 




886 


CE3 


TRP 


113 


13. 618 


-13. 


816 


90.945 




UU 


25. 54 




887 


CDl 


TRP 


113 


10. 149 


-12. 


803 


91. 253 


1. 


00 


25. 54 




888 


NEl 


TRP 


113 


10.411 


-13. 


443 


92.439 


1. 


A A 
00 


25.54 


il^ 


889 


CZ2 


TRP 


113 


12. 434 


-14. 


574 


93. 412 


1. 


A A 

00 


25. 54 




890 


CZ3 


TRP 


113 


14. 342 


-14. 


510 


91. 927 


1 . 


A A 


25.54 




891 


CH2 


TRP 


113 


13. 744 


-14. 


881 


93. 140 


1. 


00 


25.54 




892 


C 


TRP 


113 


10. 202 


-11. 


542 


86. 966 


1. 


00 


31.83 




893 


0 


TRP 


113 


9. 883 


-10. 


362 


86. 868 


1. 


00 


31. 83 




894 


N 


VAL 


114 


10. 694 


-12. 


235 


85. 944 


1. 


00 


37. 08 




895 


CA 


VAL 


114 


10. 873 


-11. 


619 


84. 631 


1. 


00 


37.08 




896 


CB 


VAL 


114 


11. 568 


-12. 


588 


83. 636 


1. 


00 


25. 80 




897 


CGI 


VAL 


114 


11. 544 


-12. 


001 


82. 229 


1. 


00 


25. 80 




898 


CG2 


VAL 


114 


13. 006 


-12. 


844 


84. 067 


1. 00 


25. 80 




899 


C 


VAL 


114 


9. 504 


-11. 


247 


84. 078 


1. 


00 


37. 08 




900 


0 


VAL 


1 14 


9. 323 


-10. 


198 


83. 456 


1. 


00 


37. 08 


nrr — r 

w.^ 


901 


N 


LYS 


115 


8. 540 


-12. 


122 


84. 314 


1. 


00 


37. 76 




902 


CA 


LYS 


115 


7. 177 


-11. 


911 


83. 861 


1. 


00 


37. 76 




903 


CB 


LYS 


115 


6. 345 


-13. 


151 


84. 189 


1. 


00 


60.43 




904 


CG 


LYS 


115 


5. 206 


-13. 


437 


83. 232 


1. 


00 


60.43 




905 


CD 


LYS 


115 


3.844 


-13. 


292 


83. 904 


1. 


00 


60.43 



74 



wo 00/75182 




PCT/JPOO/03639 





yub 


Cc 


f vc 
Lib 


11c 
115 


0 r\ 0 f" 

2. 935 


-14. 479 


83. 591 


1. 


00 


C A A Ti 

60. 43 


ra* 

JM~r 


yu / 


NZ 


f vc 
Llo 


lie 
1 lo 


t C 1 0 

1. 512 


t A OAO 

-14. 209 


83. 953 


1. 


00 


CA A 0 

60. 43 






n 
C 


I vc 
Lib 


lie 


6. 613 


1 A /? 0 0 

-10. 682 


84. 580 


1. 


A A 

00 


37. 76 




yoy 


A 
U 


1 vc 
Lib 


1 t c 
115 


5. 863 


A 0 A C 

-9. 895 


83. 999 


1. 


Art 

00 


37. 76 




1 A 

y lu 


M 

N 


I vc 
Lib 


lie 
1 lb 


6. 988 


-10. 519 


85. 847 


1. 


00 


A A /* 0 

44. 68 


ra- -7 


y 1 1 


LA 


I vc 
Lib 


1 lb 


6. 528 


-9. 392 


86, 649 


1. 


00 


A A /* 0 

44. 68 


JM-r 


A 1 0 

y 12 


Cd 


I vc 

Lib 


lie 
1 16 


6. 848 


-9. 639 


88. 124 


1. 


00 


47. 83 




A 1 0 

yi3 


CG 


I vc 

LYS 


116 


6. 427 


-8. 510 


89. 052 


1. 


00 


47. 83 




914 


CD 


f vc 

LYS 


116 


6. 846 


-8. 804 


90. 480 


1. 


00 


47. 83 


TPS' -r 


915 


CE 


LYS 


116 


6. 582 


-7. 623 


91. 400 


1. 


00 


47. 83 


IS" "7 


916 


NZ 


LYS 


116 


7. 136 


-7. 862 


92. 768 


1. 


00 


47. 83 




917 


C 


LYS 


116 


7. 174 


-8. 081 


86. 184 


1. 


00 


44. 68 




918 


0 


LYS 


116 


6. 527 


-7. 029 


86. 162 


1. 


00 


44. 68 




919 


N 


ALA 


117 


8, 450 


-8. 142 


85. 816 


1. 


00 


31. 99 




920 


CA 


ALA 


117 


9. 152 


-6. 959 


85. 345 


I. 


00 


31. 99 




921 


CB 


ALA 


117 


10. 615 


-7. 272 


85, 121 


1. 


00 


21. 76 




922 


C 


ALA 


117 


8. 525 


-6. 491 


84. 043 


1. 


00 


31. 99 




r\ r\ 

923 


0 


A I A 

ALA 


117 


8. 311 


-5. 302 


83. 832 


1. 


00 


31. 99 


TPS' JV. 


924 


KT 

N 


LYS 


1 18 


8. 222 


-7. 443 


83. 173 


1. 


00 


40. 71 


rg -7 


AO C 

925 


CA 


f vc 

LYS 


118 


7. 632 


-7. 137 


81. 883 


1. 


00 


40. 71 


iM-r 


AO C 

yzb 


Cd 


r vc 

LYS 


1 18 


7. 499 


-8. 421 


81. 063 


1. 


00 


61. 77 




AO 7 

y-i * 


CO 


t vc 
Lib 


110 
llo 


7, 281 


-8. 200 


79. 577 


1. 


00 


/-» 1 ^7 '-7 

61. 77 




AO 0 

yzo 


CU 


1 vc 
Lib 


110 
llo 


7. 510 


"9. 495 


78. 812 


1. 


00 


61. 77 




AO A 

y^iy 


Ch 


I vc 
Lib 


1 1 0 

1 lo 


7, 974 


-9. 237 


77. 381 


1. 


00 


61. 77 


ra T 


A*3 A 

you 


JNZ 


1 vc 
Lib 


1 lo 


0 ^ A C 

8. 495 


-10. 490 


76. 749 


1. 


00 


61. 77 


/^^ 


931 


c 


LYS 


118 


6.271 


-6. 474 


82. 027 


1. 


00 


40. 71 


I^^ 


932 


0 


LYS 


118 


5.953 


-5. 529 


81. 312 


1. 


00 


40. 71 




933 


N 


GLU 


119 


5. 462 


-6. 956 


82. 956 


1. 


00 


33. 86 




934 


CA 


GLU 


119 


4. 140 


-6. 377 


83. Ill 


1. 


00 


33. 86 



75 



wo 00/75182 




PCT/JPOO/03639 





n r» ET 

935 


CB 


r^i 11 
GLU 


1 ly 


6. li^ 


-7. 


0*7 A 

279 


0 0 A A 1 

00. yyi 


1. 


A A 
00 


b4. 00 








GLU 


i ly 


1. /oo 


"7. 


224 


00. boy 


1 

1 . 


AA 
UU 


C A CO 

b4. DO 


rsr "7- 


no 7 


LU 


GLU 


1 ly 


1 no A 
1. boU 


-7. 


160 


00 100 

o2. loo 


1 

1. 


AA 


C A CO 

b4. DO 


fs* -7. 


000 
yoo 


AC 1 


GLU 


1 ly 


A 010 

U. olo 


-6, 


227 


0 1 7 AO 

ol, /Uo 


-I 

1. 


AA 
UU 


ClA CO 

b4. bo 




non 

yjy 


r\c 0 


GLU 


1 ly 


0 A 0 0 

2. uo2 


"8. 028 


0 1 0 0 t 

ol. i5ol 


1, 


A A 
OU 


C A CO 

b4. bo 




y4u 


L 


GLU 


1 ly 


4. 24b 


-4. 


962 


00 C? A 

00. b/4 


1 

I. 


A A 
UO 


0 0 oc 
00. ob 




941 


0 


GLU 


1 19 


0 >l 0 A 

3. 429 


-4, 


095 


83. 362 


1. 


A A 

00 


00 oc 

00. ob 




942 


N 


TIC 

ILh 


1 OA 

120 


5. 270 


-4. 


730 


OA A 0'7 

84. 487 


1 

1. 


A A 

00 


30. 00 




943 


CA 


Tit? 

ILE 


1 0 A 

120 


5. 500 


-3. 


420 


85. 063 


1. 


A A 

00 


0 r\ A A 

30. 00 




944 


CB 


TIE* 

ILE 


120 


6, 656 


-3 


458 


86. 100 


1. 


00 


30. 15 




945 


CG2 


T r 

ILE 


120 


7. 168 


-2 


049 
\j ~ J 


86. 372 


1. 


00 


A A If" 

30. 15 




946 


CGI 


ILE 


120 


6. 176 


-4. 


116 


87. 398 


1. 


00 


30. 15 




947 


CDl 


T f 

ILE 


120 


7. 292 


-4. 


435 


88. 385 


1. 


00 


OA 1 P* 

30. 15 




948 


C 


ILE 


120 


5. 882 


-2. 


461 


83. 935 


1. 


00 


30. 00 




949 


0 


ILE 


120 


5, 408 


-1. 


325 


83. 882 


1. 


00 


OA A A 

30, 00 




950 


N 


tr A f 

VAL 


121 


6, 741 


-2. 


927 


83. 035 


1. 


00 


35. 95 




951 


CA 


t/ A I 

VAL 


121 


too 

7. 188 


-2. 


105 


81. 923 


1. 


00 


0 C AC 

35. 95 


res' ~r 


952 


CB 


VAL 


121 


8. 459 


-2. 


707 


81. 278 


1. 


00 


2o. DO 




ybo 


CGI 


1/ A f 

VAL 


IZl 


0. Tob 


-2. 


014 


79. ybo 


1 


A A 

00 


oc c C 

2o. bb 




954 




VAL 


121 


y. boo 


-2. 


547 


00 00 A 

82. 2o0 


1. 


A A 

00 


oc c c 

2b. ob 




ace 


L 


\r A I 
VAL 


121 


D. uy4 


-1. 


913 


OA OCA 

oO. oby 


1. 


A A 

UU 


0 c oc 

ob. yo 




yob 


r\ 
U 


\1 A 1 

VAL 


101 
121 


b. U14 


-0. 


854 


OA 00 A 

oO. 2o0 


1. 


A A 

uo 


0 c oc 
ob. yb 




yb / 


M 
IN 


GLU 


12/ 


b. 2d1 


-2. 


934 


OA C*7 A 

oU. b/4 


1 . 


A A 

UU 


0 A QO 

o4, yo 




ybo 


CA 


GLU 


122 


4. iby 


-2. 


822 


/ y. / 10 


1. 


A A 

UU 


0 A QO 

o4. yo 




yby 


Ld 


GLU 


122 


6. ob f 


-4. 


114 


7Q C AV 

1 y. o4 * 


1 

1 . 


A A 
UU 


4U. Uo 




960 


CG 


GLU 


122 


3.868 


-5. 


140 


78. 652 


1. 


00 


40. 08 




961 


CD 


GLU 


122 


3.852 


-4. 


634 


77. 226 


1. 


00 


40. 08 




962 


OEl 


GLU 


122 


4.946 


-4. 


398 


76. 666 


L 


.00 


40.08 




963 


0E2 


GLU 


122 


2.747 
76 


-4. 


469 


76. 667 


L 


. 00 


40.08 



wo 00/75182 



PCT/JPOO/03639 







V-/ 


CA II 


1 99 


O. 


ZOU 


-1. by / 


OA 1 Ql 

ou. lyi 


1. 


AA 


O/l QO 

o4. yo 




yoo 


u 


CA IT 


1 99 


Z. 


on7 
oU f 


— A Q77 


7 A 9 A7 

/y, jy/ 


•t 

1. 


AA 


Oyl OO 

o4. yj 




yoD 


w 

JM 


nr IT 


1 9*3 


2. 


992 


"1. bbo 


O 1 >l A 1 

oi. 4yi 


1 . 


A A 
UU 


09 

oz. yb 




yo ( 




CA FI 


1 9*3 
ICO 


2. 


138 


"U. boU 


09 A /f O 

oZ. U4o 


1. 


AA 
UU 


99 CkC 

oz. yb 




yoo 




ULU 


1 91 


1. 


928 


_A O >l 9 

U. o4o 


O 9 C yf 7 
OJ. 04/ 


1. 


A A 
UU 


C A O C 

by. oo 




yoy 


rr 


uLU 


1 99 


0.992 


-1. yyy 


O O A 1 O 

oo. yiz 


1. 


A A 
UU 


C A O C 

by. ob 




y « u 




n IT 

ULU 


1 99 
ICO 


-0. 


405 


-1. ooU 


09 9 1 O 

oo. olo 


1 . 


A A 
UU 


C A O C 

by. ob 




Q7 1 

y f 1 


Ucl 


ULU 


^ 99 


-0. 


950 


-0. 7zb 


CO O O >l 

oo. oo4 


1. 


A A 
00 


rr A O C 

by. oo 






UcZ 


ULU 


1 99 






-2. 860 


82. 843 


1. 


A A 

00 


59. 85 




y /o 


c 


ULU 


1 no 


9 

£t • 




0, 753 


81. 785 


1. 


A A 

00 


o o A n 

32. 96 




y / 4 


U 


r^T IT 
ULU 


1 oo 


9 


006 


1. 695 


81. 462 


1. 


A A 

00 


AO A 

32. 96 




y / 0 


N 


ULY 


124 


4. 


052 


0. 870 


81. 920 


1. 


00 


OA A A 

39. 02 




y 


LA 


ULY 


1Z4 


4. 


707 


2. 147 


81. 690 


1. 


A A 

00 


OA A A 

39. 02 




977 


C 


uLY 


124 


4. 


549 


2. 599 


80. 249 


1. 


A r\ 

00 


OA A A 

39. 02 


W-r 


y r o 


U 


ULY 


124 


4. 


365 


O TOO 

3. 783 


79. 972 


1. 


A A 

00 


OA A A 

39. 02 




y7y 


N 


LYo 


IOC 

Izo 


4. 


620 


L 643 


79. 328 


1. 


A A 

00 


or" r» A 

35- 24 




yyu 


LA 


1 vc 
LYb 


1 9C 

Izo 


4. 


474 


1. 925 


77. 909 


1. 


A A 

00 


35. 24 




yo 1 


Ld 


LYo 


1 9C 

Izo 


4. 


620 


0. bbl 


7 7 Ano 

7 098 


1. 


A A 

00 


o4, 74 




yo^ 


rr 
LO 


I vc 
L I o 


1 9C; 


5. 


913 


-0. U4o 


77 OO C 

/ / . Zoo 


1. 


A A 

UU 


O 4 7 j1 

o4. 74 




yoo 


LU 


1 VC 
L 1 o 


1 9£; 


5. 


958 


"1. lyb 


7C O 9 1 

/b. ozl 


1. 


A A 

UU 


O y! 1 A 

o4. /4 




yc54 


pp 


I VC 
L 1 o 


1 9(^ 
1 ZO 


7. 


363 


- 1, 0 ( b 


7C AAO 

/b. UUo 


1, 


A A 
UU 


O/l 7/1 

t54. /4 




yoo 


M7 
NZ. 


I VC 
L 1 o 


1 9t; 
IZO 


7. 


313 


_9 C 1 7 

~Z. bl / 


7/1 AC 1 

/ 4. ybi 


1 . 


A A 
UU 


O /I 1 A 

o4. (4 




yoo 




I VC 
L I o 


1 ZD 


3. 


097 


Z, 4bb 


77 fiOQ 

/ ( . boo 


1 . 


A A 
UU 


0 OA 

oo. Z4 




yo * 




1 VC 


1 9c; 
1 ZD 


2. 


926 




7C Q AO 

/b. ©yo 


1 

1 . 


A A 
UU 


0 c; OA 
oo, Z4 




yoo 


IN 




1 9f^ 
1 ZD 


2. 


104 


1 7Q /i 

1, /y4 


7Q 9 1 C 

/o. Zl 0 


1 

1 . 


A A 
UU 


99 1 A 

oZ. / 4 




989 


CA 


ILE 


126 


0. 


725 


2.208 


78. 047 


1. 


00 


32. 74 




990 


CB 


ILE 


126 


-0. 


219 


1. 320 


78. 864 


1. 


00 


29. 38 




991 


CG2 


ILE 


126 


-1. 


642 


1.859 


78. 801 


1. 


00 


29. 38 




992 


CGI 


ILE 


126 


-0. 154 


-0. 112 


78. 335 


1. 


00 


29. 38 



77 



wo 00/75182 



PCT/JPOO/03639 





993 


CDl 


ILE 


126 


-1. 019 


-1. 088 


79. 110 


1. 


00 


29. 38 




994 


C 


ILE 


126 


0. 628 


3. 650 


78. 522 


1. 


00 


32. 74 




995 


0 


ILE 


126 


-0. 019 


4. 475 


77. 885 


1. 


00 


32. 74 




996 


N 


ALA 


127 


1. 302 


3. 956 


79. 626 


1. 


00 


29. 45 




997 


CA 


ALA 


127 


1. 284 


5. 309 


80. 166 


1. 


00 


29. 45 




998 


CB 


ALA 


127 


2. 028 


5. 356 


81. 501 


1. 


00 


24. 11 




999 


C 


ALA 


127 


1. 922 


6. 273 


79. 170 


1. 


00 


29. 45 




1000 


0 


ALA 


127 


1. 434 


7. 386 


78. 978 


1. 


00 


29. 45 




1001 


N 


ILE 


128 


3. 013 


5. 847 


78. 536 


1. 


00 


32. 93 




1002 


CA 


ILE 


128 


3.691 


6.687 


77. 552 


1. 


00 


32. 93 




1003 


CB 


ILE 


128 


4.936 


5. 983 


76. 957 


1. 


00 


23. 94 




1004 


CG2 


ILE 


128 


5. 442 


6. 742 


75. 725 


1. 


00 


23. 94 




1005 


CGI 


ILE 


128 


6. 031 


5. 871 


78. 021 


1. 


00 


23. 94 




1006 


CDl 


ILE 


128 


6. 454 


7. 190 


78. 612 


1. 


00 


23. 94 




1007 


C 


ILE 


128 


2. 732 


7. 015 


76. 413 


1. 


00 


32, 93 




1008 


0 


ILE 


128 


2. 524 


8. 173 


76. 077 


1. 


00 


32. 93 




1009 


N 


ARG 


129 


2. 142 


5. 985 


75. 826 


1. 


00 


31. 09 




1010 


CA 


ARC 


129 


1. 221 


6. 190 


74. 731 


1. 


00 


31. 09 




1011 


CB 


ARG 


129 


0. 764 


4. 844 


74. 183 


1. 


00 


31. 49 




1012 


CG 


ARG 


129 


1. 917 


3. 977 


73. 731 


1. 


00 


31. 49 




1013 


CD 


ARG 


129 


1. 471 


2. 930 


72. 738 


1. 


00 


31. 49 




1014 


NE 


ARG 


129 


2. 600 


2. 124 


72. 292 


1. 


00 


31. 49 




1015 


CZ 


ARG 


129 


2. 977 


0. 984 


72. 858 


1. 


00 


31. 49 




1016 


NHl 


ARG 


129 


2. 300 


0. 510 


73. 894 


1 


00 


31. 49 




1017 


NH2 


ARG 


129 


4. 040 


0. 326 


72. 396 


1 


00 


31. 49 




1018 


C 


ARG 


129 


0. 016 


7. 040 


75. 110 


1. 


00 


31. 09 




1019 


0 


ARG 


129 


-0. 590 


7. 665 


74. 242 


1. 


00 


31. 09 




1020 


N 


ASN 


130 


-0. 348 


7. 069 


76. 389 


1 


00 


30. 83 




1021 


CA 


ASN 


130 


-1.489 


7. 881 


76. 786 


1 


00 


30. 83 



78 



wo 00/75182 








PR 


AQM 


i oU 




1 noQ 


rc 




1 QA 




1 nOyl 
1 




A<vM 
AoJN 


1 Id 
i oV 








AolN 


1 QA 








AQW 


I OK) 






U 


ACM 


1 'iA 




1 AOQ 


M 

IN 


Tl C 

ILc. 


lol 






C A 

LA 




1 Q 1 

lol 




1 AOA 


Lb 


Tl C 

ILL 


lol 




1 AO 1 


L02 


Tr c 
ILc 


tot 

lol 


res' "y 


1 AO 0 

1032 


CGI 


TIC 

ILE 


101 

131 


IBS ^21 


1033 


GDI 


TIC 

ILE 


131 


res' ~7 


1034 


C 


T t r? 

ILE 


131 




1035 


0 


Tin 

ILE 


1 0 1 
131 




1 AO C 

1036 


N 


A or* 

ARG 


TOO 

132 


fsr.3. 


1 AO 7 

1037 


CA 


ARG 


too 

132 




1 AOO 

1038 


Cd 


A or* 

ARG 


1 00 
lo2 




1 AOA 

lOoy 


LL 


ARG 


100 
lo^ 




1 A yi A 

1U4U 


LU 


AKu 


1 oZ 




1 A y1 1 
1041 


JNt 


A or* 
AKU 


1 00 
1 oZ 




1U4^ 


LZ 


A DP 

AKO 


1 00 
1 0/ 


reg "T 


lU4o 


Nni 


A VC 

AKG 


loZ 






NTU9 


A PP 

AKu 


1 OZ 




1 CiA Ci 


L 


A PP 

AKu 


1 o^: 






n 
U 


APT 
AKu 


1 




1047 


N 


ARG 


133 




1048 


CA 


ARG 


133 




1049 


CB 


ARG 


133 




1050 


CG 


ARG 


133 



PCT/JPOO/03639 



1 QQ 1 


7 A 1 7 
/.Oil 


70 1 AO 

/o. lyo 


1. 


00 


OS. ZD 


z. yoo 




70 1 QC 

/t>. loo 


1.00 


OS. ZO 


0. DID 


A A7 


77 1 QQ 

/ /. loo 


1. 


00 


OS. £,0 


Q AAC 

0. uuo 


A 1 A 


7Q Q A 1 

f y. OUl 


1. 


00 


OS. ZD 


1. Uoo 


Q Q/l A 

y. 04U 


7A 7Q9 
f 0. / 0^ 


1. 


00 


ou. 00 




1 A 1 Q C 

iU, loo 


7 A 9QA 


1. 


00 


'in QQ 

o\), 00 


A 1 AO 

U. lUo 


A A97 

y, D2 / 


77 Oyl 7 
/ ( . 24 f 


1. 


00 


in 9n 


A A*) C 
U. DOO 


1 A QQ 1 

lu. yol 


77 90Q 

( f . 22y 


1. 


00 


m 9n 


0 AC 1 

^. Uol 


1 1 AAO 


77 0 A7 


1. 00 


97 1 0 
iz 


2. MO 


10 0 OA 

12, ooy 


77 Aoa 
I /. 4oo 


1. 


00 


Z(. iz 


2. OOo 


10. 72o 


•7A 0 1 A 

79. olO 


1. 


00 


07 1 0 
Z(. Iz 


0 0 C "7 

3. 357 


10. 540 


*? A A C C 

79. 955 


1. 


00 


27. 12 


0, 655 


11. 475 


C •? 0 A 

75. 780 


1. 00 


OA OA 

30. 20 


0. 271 


1 0 CAT 

12. d07 


•7 C i1 AO 

75. 490 


1. 


00 


OA OA 
JU. ZO 


1. 094 


1 A CIA 

10. 610 


n A OCA 

74. oo9 


1. 00 


OA 00 

JO. z2 


1 1 >f A 

1. i4y 


t A A >l 0 

10. 943 


70 A CO 

/ 0. 4o2 


1. 


00 


OA 00 


1 c cr 0 

1. d53 


A 1 A A 

9. 744 


70 C /I A 

/2. 649 


1. 


00 


00 00 

00. o2 


1. oyb 


y. o44 


7 1 1 CO 

/I. lo2 


1. 


00 


Jo. OZ 


1.00/ 


0. oo4 


7A /I '3 0 

(U, 400 


1. 


00 


1Q Q9 

00. OZ 


1. i3 /O 


Q AAyl 

0. Do4 


AO AA*3 

by. UUo 


1. 


00 


00. OZ 


A •} 7A 
U. 0 1 U 


0. 000 


AC /I /I 1 
Oc5, 44 1 


1. 


00 


"iP C9 


-A 7 1 C 


Q /I 1 9 


AO 1 Qc: 

oy. 100 


1. 


00 


QQ 89 
•30. 






A7 1 9c; 
Of. 1^0 


1. 


00 


00. OZ 


-A 99 1 


1 1 '^t;Q 

1 1 . Ooy 


79 Q9 A 


1. 


00 


"^n 99 


-A c; A 
U, OOD 


i^. ooy 


79 97 1 


1. 


00 


•ift 99 
oU. ZZ 


-1.236 


10. 549 


73. 213 


1. 


00 


41.63 


-2. 593 


10. 829 


72. 757 


1. 


00 


41.63 


-3. 498 


9. 635 


73. 059 


1. 


00 


50. 13 


-4.978 


9. 972 


73. 139 


1. 


00 


50. 13 



wo 00/75182 



PCT/JPOO/03639 





1051 


CD 


ARG 




1052 


NE 


ARG 




1053 


CZ 


ARG 




1054 


NHl 


ARG 




1055 


NH2 


ARG 




1056 


C 


ARG 




1057 


0 


ARG 




1058 


N 


GLU 




1059 


CA 


GLU 




1060 


CB 


GLU 




1061 


CG 


GLU 




1062 


CD 


GLU 




1063 


OEl 


GLU 




1064 


0E2 


GLU 




1065 


C 


GLU 




1066 


0 


GLU 


m.=i- 


1067 


N 


ILE 


/^.^ 


1068 


CA 


ILE 




1069 


CB 


ILE 




1070 


CG2 


ILE 




1071 


CGI 


ILE 




1072 


CDl 


ILE 




1073 


C 


ILE 




1074 


0 


ILE 




1075 


N 


LEU 




1076 


CA 


LEU 


w^^ 


1077 


CB 


LEU 


)^.^ 


1078 


CG 


LEU 




1079 


CDl 


LEU 



133 


-5.837 


8. 


757 


133 


-5. 188 


7. 


531 


133 


-5. 005 


7. 


195 


133 


-5. 432 


7. 


992 


133 


-4. 373 


6. 


066 


133 


-3. 209 


12. 


105 


133 


-3. 878 


12. 844 


134 


-2. 989 


12. 366 


134 


-3. 550 


13. 


559 


134 


-3.257 


13. 


580 


134 


-1. 777 


13. 


r" n 

566 


134 


-1.425 


14. 


478 


134 


-0. 804 


lo. 


yyi 


134 


-1. 763 


lo. 


coo 


134 


-2. 996 


14. 




134 


-3, 747 


10. 




135 


-1.678 


1 A 
1 ft- 


O 1 ^ 


135 


-1.016 


16. 


031 


135 


0. 513 


15. 


905 


135 


1. 200 


17. 


111 


135 


0. 875 


15. 


794 


135 


2.359 


15. 


720 


135 


-1.382 


16. 


183 


135 


-1. 687 


17. 


281 


136 


-1. 354 


15. 


072 


136 


-1.682 


15. 


081 


136 


-1.679 


13. 


655 


136 


-0. 757 


13. 


364 


136 


0. 525 
80 


14. 


169 



72.843 


1. 


00 


50. 13 


73. 287 


1. 


00 


50. 13 


74. 560 


1. 


00 


50. 13 


75.537 


1. 


00 


50. 13 


74. 854 


1. 


00 


50. 13 


73. 328 


1. 


00 


41. 63 


72.611 


1. 


00 


41. 63 


74.612 


1. 


00 


37.67 


75. 234 


1. 


00 


37. 67 


76. 738 


1. 


00 


95. 55 


77. 082 


1. 


00 


95. 55 


78.245 


1. 


00 


95. 55 


79. 218 


1. 


00 


95. 55 


78. 179 


1. 


00 


95. 55 


74. 594 


1. 


00 


37. 67 


74. 254 


1. 


00 


37.67 


74. 431 


1. 


00 


35.92 


73. 850 


1. 


00 


35.92 


73. 985 


1. 


00 


39. 63 


73. 381 


1. 


00 


39. 63 


75. 464 


1. 


00 


39. 63 


75. 741 


1. 


00 


39. 63 


72. 386 


1. 


00 


35. 92 


71. 920 


1. 


00 


35. 92 


71. 665 


1. 


00 


41. 46 


70. 254 


1. 


00 


41. 46 


69. 711 


1. 


00 


34. 36 


68. 526 


1. 


00 


34. 36 


68. 631 


1. 


00 


34. 36 



wo 00r75182 



PCT/JPOO/03639 





lUcSU 




I Fir 


1 Qfi 
1 oD 


-0, 


4oU 


1 1 occ\ 
11, oo9 


bo. 494 


1. 


00 


o4. ob 




1 AD 1 




I 1711 


1 


"O, 


AQ A 

UoO 


1 C '7 AC 

lb. /4o 


7 A A A yl 
(0. 004 


1. 


00 


yf 1 AC^ 

41. 4b 




1 CiQO 


A 


\ FIT 


1 *3A 
i 00 


— Q 

~o. 


1 70 

1 /z 


1 £^ CAC 

lb. oUb 


CO AC£ 

by. Oob 


1. 00 


yl 1 AC^ 

41. 4b 




lUoo 


In 


Lib 


1 Q7 


-4. 


AO A 

UZO 


1 C AO A 

lo. 4o4 


7 A 0 CT A 

70. ooO 


1. 


00 


AC 00 

4o. 83 






P A 


L 1 0 


10 I 


— c 

-0. 


0 1 0 
0 lo 


1 C 1 AA 

lb. 109 


7 A C 0 yl 

/O. bo4 


1. 


00 


AC 00 

4o. o3 




iUoo 


Ld 


I VC 
Lib 






y( /I A 

449 


1 C 0 0 A 

lo. ooO 


7 1 0 0£! 

/I. Jzb 


1. 


00 


7 C7 

/4. 0/ 




1 noc 




I VC 

Lib 


1 Q 7 


~o. 


404 


1 C OOA 

lo. 3Z0 


70 0 0 c: 
7Z. o3o 


1. 


00 


74. 57 




1 A07 

lUo / 




1 VC 

LYb 


1 0 7 

\6( 


-7. 


OCA 

3b4 


14. 283 


70 jl A A 

73. 409 


1. 


00 


7 >l C 7 

74. 57 




1 no D 




I VC 

LYb 


1 0 7 

137 


-8. 


•7 0 A 

739 


14. 854 


73. 707 


1. 


00 


74. 57 




10o9 


NZ 


t VC 

LYS 


T 0 7 

137 


-9. 


587 


13. 839 


74. 405 


1. 00 


74. 57 




1090 


C 


LYb 


137 




311 


17. 559 


71. 087 


1 


00 


45. 83 




1091 


0 


LYS 


137 


-6. 


112 


18. 355 


70. 611 


1 


00 


45. 83 




1092 


N 


LYS 


138 


-4. 


421 


17. 911 


72, 008 


1 

X ■ 


00 


38. 48 




1093 


CA 


LYS 


138 


-4. 


343 


19. 298 


72. 434 


1. 


00 


38. 48 




1094 


CB 


1 VC 

LYS 


138 


-3, 


485 


19. 450 


73. 689 


1. 


00 


46. 05 




1095 




T VC 

LYb 


138 


-4. 


322 


19. 614 


74. 943 


1. 


00 


46. 05 


res' -3. 


109b 


CD 


f VC 

LYb 


138 


-3. 


486 


19. 890 


76. 177 


1. 


00 


46. 05 


w-r 


1 An*7 
109/ 


Cc 


1 VC 

Lib 


TOO 

1 Jo 


-2. 


7 0 c 
73o 


18. 654 


i%. 639 


1. 


00 


46. Oo 


w-r 


1 AOO 

1090 


M7 


I VC 

LYb 


1 00 


~Z. 


AO C 

OZb 


1 0 AAC 

lo. 90b 


7 A 0 jl 

/ / . 934 


1. 


00 


AC AC 

4b. Oo 


IS- "7 


1 Ann 
1099 


r* 
L 


I VC 

LYb 


loo 


-3. 


7 c 1 
751 


OA 1 A >l 

20. 104 


7 1 0 T 0 

71. 278 


1. 


00 


00 AO 

38. 48 




1 1 AA 


U 


I VC 

LYb 


1 60 


-4. 


104 


Zl. Zbb 


/I. 07U 


1. 


00 


3o. 4o 




1 1 A 1 


M 
IN 


Tt F 

iLb 


1 09 


Z. 


009 


1 A /I 7C 

19. 4 /b 


1C\ CIO 

<U. olo 


1. 


00 


01 0 1 
31, Zl 




1 1 AO 


CA 


T1 F 
ILL 


1 09 


Z, 


oc c 
Zoo 


OA 1 00 

ZO. IZo 


by. ODD 


1. 


00 


0 1 01 
31. Z 1 




1 1 AQ 


r'R 
Cd 


TI F 
ILL 


1 oy 


-1. 


038 


1 A OOA 

19. ozy 


00. o4t) 


1. 


00 


OA DO 

30. o3 




1 t AvI 


rr 0 
LuZ 


TIF 

i Lc 


1 oy 


-0. 


604 


1 A 0 cn 

19. ooy 


0 / . 4yu 


1. 


00 


OA 00 

30. o3 




1105 


CGI 


ILE 


139 


0. 


124 


19.430 


69. 840 


1. 


00 


30.83 


i^^ 


1106 


CDl 


ILE 


139 


1. 240 


18. 448 


69. 571 


1. 


00 


30. 83 




1107 


C 


ILE 


139 


-3. 


311 


20. 222 


68. 264 


1. 


00 


31.21 




1108 


0 


ILE 


139 


-3. 


432 


21.249 


67. 600 


1. 


00 


31.21 



81 



wo 00/75182 





1109 


N 


LYS 


140 




1110 


CA 


LYS 


140 




1111 


CB 


LYS 


140 




1112 


CG 


LYS 


140 




1113 


CD 


LYS 


140 




1114 


CE 


LYS 


140 




1115 


NZ 


LYS 


140 


rpc* — r 


1116 


C 


LYS 


140 




1117 


0 


LYS 


140 




1118 


N 


GLU 


141 




1119 


CA 


GLU 


141 




1120 


CB 


GLU 


141 




1121 


CG 


GLU 


141 




1122 


CD 


GLU 


141 




1123 


OEl 


GLU 


141 




1124 


0E2 


GLU 


141 




1125 


C 


GLU 


141 




1126 


0 


GLU 


141 


— ^ 

W^T 


1127 


N 


ASP 


142 




1128 


CA 


ASP 


142 


1717 --r 


1129 


CB 


ASP 


142 




1130 


CG 


ASP 


142 




1131 


GDI 


ASP 


142 




11 32 


0D2 


ASP 


142 




1133 


C 


ASP 


142 




1134 


0 


ASP 


142 




1135 


N 


GLN 


143 




1136 


CA 


GLN 


143 




1137 


CB 


GLN 


143 



-4.077 19.147 68.081 

-5.129 19.105 67.068 

-5.858 17.765 67.111 

-6.134 17.149 65.751 

-4.888 16.462 65.195 

-5.206 15.633 63.949 

-4. 049 14. 793 63. 505 

-6. 136 20. 223 67. 322 

-6. 665 20. 828 66. 383 

-6. 402 20. 485 68. 599 

-7.335 21.527 68.994 

-7.497 21.545 70.512 

-8.789 20.933 71.011 

-8. 646 20. 300 72. 394 

-8.088 20.951 73.310 

-9. 102 19. 146 72. 562 

-6. 797 22. 862 68. 527 

-7.491 23.630 67.860 

-5.548 23.135 68.887 

-4.911 24.379 68.504 

-3. 510 24. 449 69. 105 

-3.523 24.880 70.557 

-4.599 24.852 71.180 

-2.455 25.246 71.082 

-4. 860 24. 497 66. 987 

-5.002 25.592 66.443 

-4.667 23.374 66.302 

-4. 634 23. 401 64. 848 

-4. 197 22. 045 64. 270 
82 



PCT/JPOO/03639 

1.00 37.01 
1.00 37.01 
1.00 60.99 
1.00 60.99 
1.00 60.99 
1.00 60.99 
1.00 60.99 
1.00 37.01 
1.00 37.01 
1.00 32.47 
1.00 32.47 
1. 00 56. 18 
1. 00 56. 18 
1.00 56. 18 
1. 00 56. 18 
1. 00 56. 18 
1.00 32.47 
1.00 32.47 
1.00 43.49 
1.00 43.49 
1.00 40. 36 
1.00 40.36 
1.00 40. 36 
1. 00 40. 36 
1.00 43.49 
1.00 43.49 
1.00 38.41 
1.00 38.41 
1. 00 36. 16 



wo 00/75182 



PCT/JPOO/03639 





1138 


CG 


GLN 




1139 


CD 


GLN 




1140 


OEl 


GLN 




1141 


NE2 


GLN 




1142 


c 


GLN 




1143 


0 


GLN 




1144 


N 


LYS 




1145 


CA 


LYS 




1146 


CB 


LYS 




1147 


CG 


LYS 




1148 


CD 


LYS 


/AT* i 


1 149 


CE 


LYS 


J 


1150 


NZ 


LYS 


/aP« J 


1151 


c 


LYS 


Ann J 


1152 

X X %J 


0 


LYS 




1153 


N 


GLU 




1154 


CA 


GLU 




1155 


CB 


GLU 




1156 


CG 


GLU 




1157 


CD 


GLU 




1158 


OEl 


GLU 




1159 


0E2 


GLU 




1160 


c 


GLU 




1161 


0 


GLU 




1162 


N 


GLY 




1163 


CA 


GLY 




1164 


C 


GLY 




1165 


0 


GLY 




1166 


N 


LEU 



143 


-4. 584 


21. 868 


143 


-4. 063 


20. 585 


143 


-3. 863 


19. 562 


143 


-3. 869 


20. 632 


143 


-6. 025 


23. 757 


143 


-6. 161 


24. 502 


144 


-7. 060 


23. 238 


144 


-8. 428 


23. 511 


144 


-9. 405 


22. 591 


144 


-10. 807 


22. 637 


144 


-11. 689 


21. 509 


144 


-13. 040 


21. 518 


144 


-13. 922 


20. 387 


144 


-8. 840 


24. 982 


144 


-9. 540 


25. 542 


145 


-8. 404 


25. 616 


145 


-8. 753 


27. 020 


145 


-8. 406 


27. 480 


145 


-8. 937 


26. 652 


145 


-8. 574 


27. 273 


145 


-8. 448 


26. 529 


145 


-8. 418 


28. 515 


145 


-7. 997 


27. 933 


145 


-8. 346 


29. 108 


146 


-6. 938 


27. 406 


146 


-6. 153 


28. 200 


146 


-4. 874 


28. 738 


146 


-4. 094 


29. 421 


147 


-4. 654 


28.437 




83 





62. 799 1. 00 36. 16 

62. 152 1. 00 36. 16 

62. 814 1. 00 36. 16 
60. 843 1. 00 36. 16 
64. 329 1. 00 38. 41 

63. 362 1. 00 38. 41 
64.981 1.00 41.80 
64.549 1.00 41.80 
65.283 1.00 70.22 

64. 711 1. 00 70.22 

65. 226 1. 00 70. 22 
64. 514 1. 00 70. 22 
64. 915 1.00 70.22 

64. 730 1. 00 41. 80 

63. 885 1. 00 41. 80 

65. 814 1.00 32.59 
66. 029 1. 00 32. 59 
67. 435 1. 00 54. 82 
68. 554 1. 00 54. 82 
69. 878 1. 00 54. 82 
70.874 1.00 54.82 
69. 915 1. 00 54. 82 
65. 078 1. 00 32. 59 

64. 938 1. 00 32. 59 
64. 463 1. 00 27. 98 

63. 539 1. 00 27. 98 

64. 154 1. 00 27. 98 
63. 487 1. 00 27. 98 

65. 429 1. 00 31. 04 



wo 00/75182 



PCT/JPOO/03639 





1 1 a 
1 10 ( 


LA 


I nil 




1 loo 


Ld 


r pn 
Lcu 




1 1 AO 

i loy 


LVJ 


r PIT 




1 1 ( u 


r'n 1 
LUl 


LLU 




1171 
11/1 




I Pit 




1 1 70 
11// 




r Pti 




1 1 7Q 
11/0 


u 


I Pit 




11/4 


M 


Tl P 

ILL 




I 1 7c: 

I I 10 


LA 


T t C 

ILt 




1 1 ID 


Lb 


TIC 


fS" -7' 

W-r 


1177 


lG2 


TIC? 




1178 


CGI 


Tit? 

ILE 


w-r 


1 1 '7A 

1179 


GDI 


TIC 

ILE 




1180 


C 


ILE 




1101 
1181 


u 


TIC 

ILE 




1 loz 


M 


rKU 




1 loo 


LU 


rKU 


fs- -7 


1 lo4 


LA 


rKU 




1 1 QC 

1 loo 


Lb 


rKU 




1 1 

1 loo 


Lu 


rKU 




1 1 Q7 

1 lo / 


L 


rKU 




1 1 QQ 
1 1 00 


n 
u 


rKU 




1 1 QQ 

1 loy 


M 
IN 


LLU 




1 1 QA 
i 1 


LA 


uLU 




1 1 Q 1 

1 ly 1 


ld 


uLU 




1192 


CG 


GLU 




1193 


CD 


GLU 




1194 


OEl 


GLU 




1195 


0E2 


GLU 



1 y| 7 
14 / 


0 /I c 1 

-3. 451 


28. 896 


14 / 


0 C AC 

-0. bUb 


00 coo 

28. 528 


14 / 


A CC 1 

-4. obl 


OA 0 A /\ 

29. 240 


14/ 


-4. 518 


28. 698 


14 / 


A OA 0 

-4. 293 


OA 7 0 0 

30. 738 


1/17 

147 


0 oil 

-2. 211 


00 O/? A 

28. 269 


147 


-1. 216 


28. 947 


148 


-2. 285 


26. 965 


148 


-1. 182 


26. 213 


148 


-0. 917 


24, 931 


148 


0. 141 


24. 102 


148 


-0. 503 


25. 287 


148 


-0. 470 


24. 104 


148 


-1. 517 


25. 811 


148 


-2. 359 


24. 936 


149 


-0. 872 


26. 446 


149 


0. 123 


27. 528 


149 


~l, 157 


26. 094 


149 


A Of\ A 

-0. 294 


27. 079 


149 


0. 821 


27, 421 


149 


A 0 r\.n 

-0, oUo 


24. 633 


\ Ad 

149 


A AOI2 


0 A AO 0 

24. Uoo 


1 bU 


1 CIO 

-1. bio 


24. 010 


1 oU 


-1. 319 


22. 602 


1 CA 

1 bU 


-1. 9b3 


22. 304 


1 C A 

Ibu 


"1 AO 1 

-1. 981 


OA 00 A 

20. 829 


150 


-2. 892 


20. 505 


150 


-2. 978 


19. 313 


150 


-3. 524 


21. 438 




84 





66. 108 


1. 


A A 

00 


Of A jl 

31. 04 


67. 590 


1. 


A A 

00 


33. 77 


68. 439 


1. 


A A 

00 


33. 77 


A A C 0 

69. 852 


1. 


A A 

00 


AO ^ ^7 

33. 77 


68. 437 


1. 


00 


33. 77 


65. 481 


1. 


A A 

00 


31. 04 


65. 227 


1. 


00 


31. 04 


65. 239 


1. 


00 


38. 27 


64. 658 


1. 


00 


38. 27 


65. 461 


1. 


00 


29. 04 


64. 778 


1. 


00 


29. 04 


66. 884 


1. 


00 


29. 04 


67. 811 


1. 


00 


29. 04 


63. 236 


1. 


00 


38. 27 


63. 021 


1. 


00 


38. 27 


62. 243 


1. 


00 


34. 71 


62. 327 


1. 


00 


39. 35 


60. 849 


1. 


00 


34. 71 


60. 053 


1. 


00 


39. 35 


A AAA 

60. 993 


1, 


A A 

00 


A A A f" 

39. 35 


60. 592 


1. 


00 


34. 71 


t A A 0 

61. 236 


1. 


A A 

00 


34. 71 


59. 657 


1. 


A A 

00 


45. 51 


C A A 1 

59. 315 


1. 


A A 

00 


45. 51 


C A<? A 

57, 960 


1. 


A A 

00 


61. 98 


57. 631 


1. 


00 


61.98 


56.460 


1. 


00 


61.98 


56. 086 


1. 


00 


61.98 


55.915 


1. 


00 


61. 98 



wo 00/75182 



PCT/JPOO/03639 





1196 


C 


GLU 




1197 


0 


GLU 




1198 


N 


ASP 




1199 


CA 


ASP 




1200 


CB 


ASP 




1201 


CG 


ASP 




1202 


ODl 


ASP 




1203 


0D2 


ASP 




1204 


C 


ASP 




1205 


0 


ASP 




1206 


N 


ASP 




1207 


CA 


ASP 




1208 


CB 


ASP 




1209 


CG 


ASP 




1210 


ODl 


ASP 




1211 


0D2 


ASP 




1212 


C 


ASP 




1213 


0 


ASP 




1214 


N 


ALA 




1215 


CA 


ALA 




1216 


CB 


ALA 




1217 


C 


ALA 




1218 


0 


ALA 




1219 


N 


LYS 




1220 


CA 


LYS 




1221 


CB 


LYS 




1222 


CG 


LYS 




1223 


CD 


LYS 




1224 


CE 


LYS 



150 0. 127 22. 106 

150 0.452 21.141 

151 0.994 22.753 
151 2.392 22.340 
151 3.152 23.242 
151 2.710 23.042 
151 3.050 23.886 
151 2.025 22.033 
151 3.096 22.322 

151 3.879 21.416 

152 2.825 23.316 
152 3.461 23.366 
152 3.259 24.736 
152 3.931 25.841 
152 3.460 26.168 
152 4.942 26.379 
152 2.908 22.282 

152 3.598 21.794 

153 1.656 21.907 
153 1.012 20.881 
153 -0.485 20.867 
153 1.633 19.532 

153 1.885 18.707 

154 1.895 19.314 
154 2.484 18.057 
154 2.539 17.971 
154 1.176 17.724 
154 1.238 17.768 
154 -0.150 17.675 

85 



59. 316 1. 00 45. 51 
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58. 549 1. 00 41. 19 
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Fig. 4 
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<130> : Pa-1741/KJ 

<i6o> mymm: i 

{170) yy h'y=^T : y^y'y h-O- y<—i^a>2.0 

<210> ia?ij#-^i 

<211> lamS^ : 185T^y^ 

<212> g£^iJ<D§^ : PRT 

<213> ^t^l^^ : Thermotoga Maritiraa 

<4oo) sa^ij : 

Met Val Asn Pro Phe He Lys Glu Ala Lys Glu Lys Met Lys Arg Thr 

1 5 10 15 

Leu Glu Lys He Glu Asp Glu Leu Arg Lys Met Arg Thr Gly Lys Pro 

20 25 30 

Ser Pro Ala He Leu Glu Glu He Lys Val Asp Tyr Tyr Gly Val Pro 

35 40 45 

Thr Pro Val Asn Gin Leu Ala Thr He Ser He Ser Glu Glu Arg Thr 

50 55 60 

Leu Val He Lys Pro Trp Asp Lys Ser Val Leu Ser Leu He Glu Lys 
65 70 75 80 

Ala He Asn Ala Ser Asp Leu Gly Leu Asn Pro He Asn Asp Gly Asn 

85 90 95 

Val He Arg Leu Val Phe Pro Ser Pro Thr Thr Glu Gin Arg Glu Lys 

100 105 110 

Trp Val Lys Lys Ala Lys Glu He Val Glu Glu Gly Lys He Ala He 

115 120 125 

Arg Asn He Arg Arg Glu He Leu Lys Lys He Lys Glu Asp Gin Lys 
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130 135 140 

Glu Gly Leu He Pro Glu Asp Asp Ala Lys Arg Leu Glu Asn Glu He 
145 150 155 160 

Gin Lys Leu Thr Asp Glu Phe lie Glu Lys Leu Asp Glu Val Phe Glu 

165 170 175 

lie Lys Lys Glu Glu He Met Glu Phe 
180 185 
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